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FILE 'HOME' ENTERED AT 16:13:26 ON 30 AUG 2001 
=> file registry 

COST IN U.S. DOLlttS ""^JE? SESSION 

FULL ESTIMATED COST °* 15 0,15 

FILE 'REGISTRY' ENTERED AT 16:13:38 ON 30 AUG 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 American Chemical Society (ACS) 



STRUCTURE FILE UPDATES: 29 AUG 2001 HIGHEST RN 353726-54-2 
DICTIONARY FILE UPDATES: 29 AUG 2001 HIGHEST RN 353726-54-2 

TSCA INFORMATION NOW CURRENT THROUGH January 11, 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Structure search limits have been increased. See HELP SLIMIT 
for details. 

=> s drospirenone/cn 

LI 1 DROSPIRENONE/CN 

=> d 



LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2001 ACS 
RN 67392-87-4 REGISTRY 

CN Spiro[17H-dicyclopropa[6,7:15,16]cyclopenta[a phenanthrene-17 2 5 H) 
furanl-3 5 1 (2H) -dione, 1, 3 ', 4 ', 6, 7, 8 , 9, 10, 11, 12, 13, 14 , 15, 16, 20, 21- 
hexaSicanydro-io, 13-dimethyl-, (2 ■ S, 6R, 7R, 8R, 9S, 10R, 13S, 14S, 15S, 16S) - 
(9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: ,, 

CN Spiro[17H-dicyclopropa[6,7:15,16]cyclopenta a phenanthrene-17 2 5 H) 

furan]-3,5' (2H) -dione, 1, 3 ', 4 6, 7, 8 , 9, 10, 11, 12, 13, 14 , 15, 16, 20, 21- 

hexadecahydro-10, 13-dimethyl-, 
[6R-(6. alpha. ,7. alpha. ,8. beta. ,9. alpha. ,10. 

beta . , 13 . beta .,14. alpha . , 15 . alpha .,16. alpha . , 17 . beta . ) ] - 
OTHER NAMES: 

21, 17-carbolactone 
CN Dihydrospirorenone 
CN Drospirenone 
CN ZK 30595 
FS STEREOSEARCH 
MF C24 H30 03 

S Sn Files: ADISINSIGHT, ADISNEWS, BEILSTEIN*, BIOBUSINESS, BIOSIS, 

BIOTECHNO, CA, CAPLUS, CASREACT, CBNB, CHEMLIST, CIN, ^FU DRUGPAT, 
DRUGU, DRUGUPDATES, EMBASE, IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, 



MRCK^ 



' PHAR, PROMT, RTECS* , SYNTHLINE, TOXLINE, TOXLIT, USAN, USPATFULL 
(*File contains numerically searchable property data) 

Other Sources: EINECS** 

(**Enter CHEMLIST File for up-to-date regulatory information) 



Absolute stereochemistry. 




70 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
70 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



=> s ethinylestradiol/cn 

L 2 1 ETHINYLESTRADIOL/CN 



=> d 



L2 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2001 ACS 

RN 57-63-6 REGISTRY 

CN 19-Norpregna-l f 3 # 5(10)-trien-20-yne-3 f 17-diol, (17. alpha.)- (9CI) (CA 
INDEX NAME) 

OTHER CA INDEX NAMES: _ , 

CN 19-Nor-17.alpha.-pregna-l,3,5(10)-trien-20-yne-3 f 17-diol (6CI, 7CI, 8CI) 

OTHER NAMES: 

CN 17-Ethinyl-3, 17-estradiol 

CN 17-Ethinylestradiol 

CN 17-Ethynyl-3, 17-dihydroxy-l , 3, 5-oestratnene 

CN 17-Ethynylestra-l, 3, 5 (10) -triene-3, 17 .beta . -diol 

CN 17-Ethynylestradiol . 

CN 17-Nor-17 .alpha . -pregna-1, 3, 5- (10) -trien-20-yne-3 , 17-diol 

CN 17 .alpha. -Ethinyl-1, 3, 5 ( 10 ) -estratriene-3, 17-diol 

CN 17 . alpha . -Ethinyl-17 .beta . -estradiol 

CN 17 . alpha . -Ethinyl-3, 17-dihydroxy- . DELTA. 1 , 3, 5-estratnene 

CN 17 . alpha . -Ethinylestra-1, 3, 5 (10) -triene-3, 17 .beta . -diol 

CN 17. alpha. -Ethinylestradiol 

CN l7.alpha.-Ethynylestra-l,3,5(10)-triene-3,17.beta.-dxol 

CN 17. alpha. -Ethynylestradiol 

CN 19-Nor-17 . alpha . -pregna-1 , 3, 5 ( 10) -trien-20-yne-3, 17 . beta . -diol 

CN Amenoron 

CN Chee-O-Gen 

CN Chee-O-Genf 

CN Diogyn E 

CN Dyloform 

CN Esteed 

CN Estigyn 

CN Estinyl 

CN Eston-E 

CN Estoral 

CN Estorals 

CN Estradiol, 17-ethynyl- 
CN Ethidol 
CN Ethinoral 
CN Ethinylestradiol 
*CN Ethinyloestradiol 
CN Ethynylestradiol 



CN Ethynyloestradiol 

CN Eticyclin 

CN Eticyclol 

CN Etinestrol 

CN Etinestryl 

CN Etinoestryl 

CN Etistradiol 

CN Follicoral 

CN Ginestrene 

CN Inestra 

CN Linoral 

CN Lynoral 

CN Menolyn 

CN Microfollin 

CN neo-Estrone 

CN Novestrol 

CN Oradiol 

CN Orestralyn 

ADDITIONAL NAMES NOT AVAILABLE IN THIS FORMAT - Use FCN, FIDE, or ALL for 

DISPLAY 
FS STEREOSEARCH 
DR 77538-56-8 
MF C20 H24 02 
CI COM 

LC STN Files: ADISINSIGHT, ADISNEWS, AGRICOLA, AIDSLINE, ANABSTR, 

BEILSTEIN* , BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CABA, CANCERLIT, CAOLD, 
CAPLUS, CASREACT, CBNB, CHEMCATS, CHEMINFORMRX, CHEMLIST, CIN, CSCHEM, 
CSNB, DDFU, DIOGENES, DRUGNL, DRUGU, DRUGUPDATES, EMBASE, GMELIN* , 
HODOC*, IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MRCK* , MSDS-OHS, 

NIOSHTIC, 

PHAR, PROMT, RTECS* , SPECINFO, TOXLINE, TOXLIT, ULIDAT, USAN, 
USPATFULL, 
VETU 

(*File contains numerically searchable property data) 
Other Sources: EINECS**, NDSL** , TSCA**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 

Absolute stereochemistry. 




3372 REFERENCES IN FILE CA (1967 TO DATE) 

66 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
3377 REFERENCES IN FILE CAPLUS (1967 TO DATE) 
5 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



=> file embase biosis medline caplus 
COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



uspatf ull 

SINCE FILE TOTAL 

ENTRY SESSION 

11.53 11.68 



FILE 1 EMBASE 1 ENTERED AT 16:15:21 ON 30 AUG 2001 

COPYRIGHT (C) 2001 Elsevier Science B.V. All rights reserved. 



FILE 'BIOSIS' ENTERED AT 16:15:21 ON 30 AUG 2001 
COPYRIGHT (C) 2001 BIOSIS (R) 

FILE ' MEDLINE 1 ENTERED AT 16:15:21 ON 30 AUG 2001 

FILE 'CAPLUS' ENTERED AT 16:15:21 ON 30 AUG 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' USPATFULL 1 ENTERED AT 16:15:21 ON 30 AUG 2001 

CA INDEXING COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s drospirenone or 67392-87-4 /rn 

' RN ' IS NOT A VALID FIELD CODE 

• RN ' IS NOT A VALID FIELD CODE 

•RN' IS NOT A VALID FIELD CODE 
L3 175 DROSPIRENONE OR 67 392-87-4 /RN 

=> s ethinylestradiol or 57-63-6/rn 

1 RN 1 IS NOT A VALID FIELD CODE 
1 RN 1 IS NOT A VALID FIELD CODE 
' RN 1 IS NOT A VALID FIELD CODE 

L4 16773 ETHINYLESTRADIOL OR 57-63-6/RN 

=> s 13 and 14 

L5 90 L3 AND L4 

=> s contracepti? 

L6 117905 CONTRACEPTI? 

=> s 15 and 16 

L7 77 L5 AND L6 

=> dup rem 17 

PROCESSING COMPLETED FOR L7 

L8 51 DUP REM L7 (26 DUPLICATES REMOVED) 

=> s 18 and py<1999 

2 FILES SEARCHED. . . 
4 FILES SEARCHED. . . 
L9 23 L8 AND PY<1999 

=> d 19 1-23 ab bib kwic 



L9 ANSWER 1 OF 23 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V. 

AB Endogenous 17 . beta . -estradiol (E2) and low parenteral doses of exogenous 
E2 are vasodilators. High dose estrogens, especially 
ethinylestradiol (EE) and mestranol, stimulate the synthesis of 
hepatic proteins including coagulation factors, sex hormone binding 
globulin, and angiotensinogen (Aogen) . In the steady state, high plasma 
levels of Aogen produce only a very small increase of angiotensin II 

(All ) 

and plasma renin activity, because All inhibits the secretion of renin 

and 

lowers plasma renin concentration. However, the increase in All is 
sufficient for a slight reduction in renal blood flow and a slight 
increase in exchangeable sodium and blood pressure; in susceptible women, 



blood pressure may rise considerably. Effects of estrogens on the brain 
may also be involved in blood pressure changes. Endogenous progesterone 

a mineralocorticoid receptor antagonist. Endogenous or exogenous 
progesterone leads to sodium loss and a compensatory increase in renin 
secretion, plasma renin activity, All, and plasma aldosterone, e.g. in 

second half of the menstrual cycle. Synthetic progestogens are commonly 
devoid of the mineralocorticoid receptor antagonistic effect of 
progesterone, and some are weak estrogen receptor agonists. Combined use 
of EE and synthetic progestogens may therefore enhance estrogen effects 

body sodium and blood pressure. A new progestogen (Drospirenone) 
with an antimineralocorticoid effect like that of progesterone is 
described that slightly lowers body weight and blood pressure in a 
contraceptive formulation together with EE. An almost ideal oral 
rontraceDtive would be a progestogen like Drospirenone 

?oSther P w^h a low dose natural estrogen that does not stimulate Aogen 
synthesis. Since most oral formulations for postmenopausal estrogen 
replacement also stimulate hepatic protein synthesis (including Aogen) to 
some extent, the transdermal route of E2 application for 
contraceptive purposes should also be investigated, since it has a 
reduced potential for undesirable side effects. 
96145321 EMBASE 

Effectfof estrogens and progestogens on the renin-aldosterone system and 
blood pressure. 

SvEon^f' Endocrinology, Klinikum Benjamin Franklin, Hindenburgdamm 
30,12200 Berlin, Germany 
Steroids, (1996) 61/4 (166-171). 
ISSN: 0039-128X CODEN: STEDAM 
United States 

Journal; Conference Article 
003 Endocrinology 

018 Cardiovascular Diseases and Cardiovascular Surgery 

029 Clinical Biochemistry 

037 Drug Literature Index 

English 

English 

Steroids, (1996) 61/4 (166-171). 
ISSN: 0039-128X CODEN: STEDAM 

Endogenous 17 .beta . -estradiol (E2) and low parenteral doses of exogenous 
E2 are vasodilators. High dose estrogens, especially 
ethinylestradiol (EE) and mestranol, stimulate the synthesis of 
hepatic proteins including coagulation factors, sex hormone binding 
globulin? and angiotensinogen (Aogen). In. . . use of EE and synthetic 
progestogens may therefore enhance estrogen effects on body sodium and 
blood pressure. A new progestogen (Drospirenone) with an 
antimineralocorticoid effect like that of progesterone is described that 
sliqhtly lowers body weight and blood pressure in a contraceptive 
formulation together with EE. An almost ideal oral contraceptive 
would be a progestogen like Drospirenone together with a low 
dose natural estrogen that does not stimulate Aogen synthesis. Since most 
oral formulations for postmenopausal estrogen replacement also stimulate 
hepatic protein synthesis (including Aogen) to some extent, the 
transdermal route of E2 application for contraceptive purposes 
should also be investigated, since it has a reduced potential for 
undesirable side effects. 
Medical Descriptors : 
*blood pressure 

*renin angiotensin aldosterone system 

aldosterone blood level 

body weight 

conference paper 

contraception 



RN 



estrogen therapy 
female 

hormone action 
human 

kidney blood flow 
oral drug administration 
plasma renin activity 
renin release 
sodium urine level 

*angiotensinogen: EC, endogenous compound 
♦estradiol: EC, endogenous compound 
★ethinylestradiol: EC, endogenous compound 
*mestranol: EC, endogenous compound 
angiotensin: EC, endogenous compound 
dro spi r enone 

estrogen: EC, endogenous compound 
ethinylestradiol plus levonorgestrel 

gestagen 
progesterone 

(Siotensinogen) 11002-13-4, 64315-16-8; (estradiol) 50-28-2; ( 
SyiestradLl 57-63-6; (mestranol) 72-33-3; (angiotensin 
11128-99-7 1407-47-2; (ethinylestradiol plus levonorgestrel) 
39366-37-5; (progesterone) 57-83-0 

L9 ANSWER 2 OF 23 EMBASE COPYRIGHT 2001 ELSEVIER SCI. B.V 

AB Combined hormonal oral contraceptives (OCs) may lead to a mild 

Combined hor ^ weight . In rare ins tances l«ge 

Increments in Wood pressure are measured. We investigated the effect of 

9 combinati on of e th inyl estrad iol (EE) plus a progestogen with 

^rTmTSrIio^7tIc- 5id, i.e. Tlatriuretic, properties [Drospirengne^ 
IS] on body weight blood pressure, the renin-aldosterone system 
Sial natriuretic factor, plasma lipids, and glucose tolerance It is 
anticipated that this will lead to the development of an OC that does not 
raise booty weight or blood pressure. Four groups of 20 women each 

""if.mu.g EE plus 3 mg DRSP (group A), 2^muug_EE plus JjngDRSP (group 
B) 15 mu q EE plus 3 mg DRSP (group clT^aT^s a control OC, 30 .mu.g 
EE'pl us'TbO -rnu- l levonorgestrel (Microgynon, Schering; group D) for 6 
1 During the OC-free control cycles before and after treatment and 
Xoughout treatment, the target parameters were meas «ed. Between the 
pretreatment cycle and the sixth treatment cycle, mean body weight fell 

by 0 8 to 1 7 kg in groups A, B, and C (P < 0.05 vs. D) , whereas it rose by 

0 7 Kg in group D Systolic and diastolic blood pressures fell by 1-4 mm 
H " • n nrouDs A B and C (significant for A and C vs. D) and increased by 

1 ot) thin in group D. All groups attained good cycle control; group A 

the best Side-effects were minimal. To our knowledge, this is the first 
reoort on a combined OC that leads to a small decrease m body weight and 
blood pressure It may be especially beneficial for women susceptible for 
a gain in weight and a rise in blood pressure. 
AN 95181789 EMBASE 

DN 1995181789 . 

TI Effects of a new oral contraceptive containing an 

ant-imineralocorticoid progestogen, drospirenone, on the 

renin-a!dos?erone system, body weight, blood pressure, glucose tolerance, 
AU ^kerfw.rFoiSrrj.M.; Dombrovicz N . ; Welter A.; Heithecker R. 



CS Klinikum Steglitz der FUB, Abt . Freien Univ. Berlin Endokrinol . , 

Hindenburgdamm 30,12200 Berlin, Germany 
SO Journal of Clinical Endocrinology and Metabolism, (1995) 80/6 

(1816-1821) . 

ISSN: 0021-972X CODEN : JCEMAZ 
CY United States 
DT Journal; Article 
FS 003 Endocrinology 

010 Obstetrics and Gynecology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
LA English 

SL English ^ . . 

TI Effects of a new oral contraceptive containing an 

sntimineralocorticoid progestogen, drospirenone, on the 

renin^ weight, blood pressure, glucose tolerance, 

and lipid metabolism. n QQ c\ ante, 

SO Journal of Clinical Endocrinology and Metabolism, (1995) 80/6 

(1816-1821). 

ISSN: 0021-972X CODEN: JCEMAZ , . = 

AB Combined hormonal oral contraceptives (OCs) may lead to a mild 

rS L blood pressure and body weight. In rare instances, large 
Increments in blood. . . measured. We investigated the effect of a 

S n of ethinyl estradiol (EE) plus a progestogen with 
SnSmineralocorticoid, i.e. natriuretic, properties [Drospirenone 
(Sn on body weight, blood pressure, the renin-aldosterone system 
atrial natriuretic factor, plasma lipids, and glucose tolerance. It is 
anticipated. 
CT Medical Descriptors: 
^hypotension 

*renin . . . side effect 
human 

human experiment 

lipid blood level 

lipid metabolism 

mastalgia: SI, side effect 

oral drug administration 

plasma renin activity 

priority journal 

randomized controlled trial 

renin substrate 

systolic blood pressure 

weight reduction _ 

★ethinylestradiol: CT, clinical trial 

★ethinylestradiol: CB, drug combination 

♦ethinylestradiol: AE , adverse drug reaction 

^gestagen: CB, drug combination 

^gestagen: CT, clinical trial 

^gestagen: AE, adverse drug reaction 

aldosterone: EC, endogenous compound 

drospirenone: AE , adverse drug reaction 

drospirenone: CT, clinical trial 

drospirenone: CB, drug combination 

S^SfSp^.MS?SS = EC, endogenous co»pound 
^density lipoprotein cholesterol. EC, endogenous compound 
mineralocorticoid antagonist 

oral contraceptive agent: CT, clinical trial 

oral contraceptive agent: AE, adverse drug reaction 

triacylglycerol: EC, endogenous compound 

unclassified drug cor-i _cq_o • ( 

RN (ethinylestradiol) 57-63-6; ( ald ° st «°^» |2-39-l , 6251 69 0, ( 
ethinylestradiol plus levonorgestrel) 39366-37 5 

L9 ANSWER 3 OF 23 EMBASE COPYRIGHT 2001 ELSEVIER SCI . B.V. 
AB Drospirenone (ZK 30595; 6. beta., 7. beta., 15. beta., 



IS 



16. beta. -dimethylen-3-oxo-17. alpha. -pregn-4-ene-21, 17-carbo-lactone) 

novel progestogen under clinical development. Potential applications 
include oral contraception, hormone replacement therapy and 
treatment of hormonal disorders. Drospirenone is characterized 
by a pharmacodynamic profile very closely related to that of 

progesterone. . 
The progestogenic activity of drospirenone has been analysed in 
a variety of animal models. The compound efficiently promotes the 
maintenance of pregnancy in rats, inhibits ovulation m rats and 
stimulates endometrial transformation in the rabbit. Furthermore, 
drospirenone shows potent antigonadotropic, i.e, 
testosterone-lowering, activity in male cynomolgus monkeys. The 
progestogenic potency of drospirenone was found to be in the 
range of that of norethisterone acetate or cyproterone acetate. Like 
progesterone, drospirenone has been shown to have an 
antimineralocorticoid effect in rats and humans. It has now been ^ 
demonstrated that the compound has a longlasting natriuretic activity m 
rats on administration of a daily dose of 10 mg s.c, for three weeks. 
Under identical conditions, spironolactone, a widely-used 
antimineralocorticoid, becomes ineffective after the initial treatment 
phase. Drospirenone exhibits antiandrogenic activity m 

castrated, testosterone-substituted male rats as shown by dose-dependent 
inhibition of accessory sex organ growth (prostate, seminal vesicles). In 
this model, the potency of drospirenone was found to. be about 
one-third that of cyproterone acetate. The compound is devoid of 
androgenic, estrogenic, glucocorticoid and antiglucocorticoid activity. 
Possible drug interaction between drospirenone and 
ethinylestradiol (EE) was also investigated. EE did not interfere 
with either the progestogenic or the antimineralocorticoid activity of 
drospirenone. In conclusion, drospirenone represents a 
novel type of synthetic progestogen since it combines potent 

proqestogenic , , . . . . . 

characteristics with antimineralocorticoid and antiandrogenic activity. 
Thus, the pharmacological profile of drospirenone is more _ 
closely related to that of the natural hormone progesterone than is that 
of any other synthetic progestogen in use today. Therefore, 
drospirenone is anticipated to give rise to a number of additional 
health benefits both for users of oral contraceptives and 
hormone replacement therapy recipients. 

AN 95078874 EMBASE 

DN 1995078874 n ^ . . , 

TI Drospirenone: A novel progestogen with antimineralocorticoid and 

antiandrogenic activity. Pharmacological characterization m animal 

models . . . 

AU Muhn P.; Krattenmacher R. ; Beier S.; Elger W. ; Schillmger E. 
CS Schering AG,D-13342 Berlin, Germany - 
SO Contraception, (1995) 51/2 (99-110). 

ISSN: 0010-7824 CODEN: CCPTAY 
CY United States 
DT Journal; Article 
FS 003 Endocrinology 

010 Obstetrics and Gynecology 

030 Pharmacology 

037 Drug Literature Index 

LA English 

SL English t m . ■■■■ : 

TI Drospirenone: A novel progestogen with antimineralocorticoid and 

antiandrogenic activity. Pharmacological characterization m animal 

models . 

SO Contraception, (1995) 51/2 (99-110). 

ISSN: 0010-7824 CODEN: CCPTAY 
AB Drospirenone (ZK 30595; 6. beta., 7. beta., 15. bet a., 

16. beta. -dimethylen-3-oxo-17. alpha. -pregn-4-ene-21, 17-carbo-lactone) is 

8 novel progestogen under clinical development. Potential applications 



include oral contraception, hormone re^c«n U^w J 
treatment of hormonal disorders. Drospxrenone is characterized 
by a pharmacodynamic profile very closely related to that of 

^^^hrprogestogenic activity of drospirenone has been analysed in 

a variety of animal models. The compound efficiently promotes tne 
maintenance of pregnancy in rats inhibits ovulation in rat and 
stimulates endometrial transformation in the rabbit . Furthermore, 
drosoirenone shows potent antigonadotropic, i.e, 
Stosterone-lowering, activity in male cynomolgus monkeys. The 
oroqestogenic potency of drospirenone was found to be m the 
Se of that of norethisterone acetate or cyproterone acetate. Like 
nroaesterone, drospirenone has been shown to have an 
K33£H&.«ti«5id effect in rats ,»«■ « ^ ~- b« 
demonstrated that the compound. . . 10 mg s . c, tor 
identical conditions, spironolactone, a widely-used 

antimineralocorticoid, ...... , w^t-moni- nhsqp 

becomes ineffective after the initial treatment phase. 

of accessory sex organ growth (prostate, seminal vesicles). In this 

m ° del the potency of drospirenone was found to. be about one-third 

Ivlt of cvoroterone acetate. The compound is devoid of androgenic, 
esfrogenic^ glucocorticoid and antiglucocorticoid activity. Possible drug 
interaction between drospirenone and ethxnylestradiol 

EE Tasalso investigated. EE did not interfere wxthexther the 
progestogenic or the antimineralocorticoid activity of 
drospirenone. In conclusion, drospirenone represents a 
Tovll type of synthetic progestogen since it combines potent 

^^chScteristics with antimineralocorticoid and antiandrogenic activity. 
Thus the pharmacological profile of drospirenone is more 
SoMly rela?ed to that of the natural hormone progesterone than is that 
of any other synthetic progestogen in use today, therefore 
drospirenone is anticipated to give rise to a number of additional 
health benefits both for users of oral contraceptives and 
hormone replacement therapy recipients. 

CT Medical Descriptors: 
♦contraception 
*hormone substitution 
animal experiment 
animal model 
article 

controlled study 
drug activity 
drug effect 
female 
male 

nonhuman 

rabbit 

rat 

★ethinylestradiol: IT, drug interaction 

^gestagen: PD, pharmacology 
1,2 dihydrospirorenone 
drospirenone: PD, pharmacology 
drospirenone: IT, drug interaction 

zk 30595 



RN 



unclassified drug . criQ9 0-7-4 

(ethinylestradiol) 57-63-6; (1,2 dihydrospirorenone) 67392 87 4 



L9 ANSWER 4 OF 23 CAPLUS COPYRIGHT 2001 ACS 

AB A method of contraception is provided which comprises 

Administering to a female of child bearing age a combination of a 
J \ da?ly dosage of 40-500 .mu.g trimegestone, 250 .mu.g-4 mg 

Sienoges?, or 250 .mu.g- 4 mg drospirenon e, and an estrogen at a 



d aily dosage eguiv. in estrogenic activity t, l f l^^^ c \e, and 
.str jdiol for 23-25 daj ^beginning on day l^o^t combina tion is 

whiTeln the same ^f^J In oral contraceptive 

administered in each of the 23 25 days. estradiol 15 . mu . g , 
compn. contained trimegestone 125, etninyx 

miCr0 celluiose, lactose, potassium polacrillin.mag^iu^arate, Opadry 

Pink ' PEG-1500, was E, and water q.s. 
AN 1998:98330 CAPLUS 

S Monopnasfc contraceptive method and kit comprising a combination 

of a progestin and estrogen 
IN Gast, Michael Jay 

PA American Home Products Corporation, USA 
SO PCT Int. Appl., 18 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 

FAN . CNT 1 APPLICATION NO. DATE 

PATENT NO. KIND DATE « 

1QQR0205 WO 1997-US12795 19970723 <— 

PI WO 9804269 11 II BB BG BR, BY, CA, CH, CN, CU, CZ, DE, 
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AB A method of contraception is provided which corpses 



LI aest or 250 .mu.g-4 mg drospirenone, and an estrogen at a 
dienogest, or .„ aef .L n i r activity to 10-20 .mu.g ethinyl 

daily dosage equiv. in estrogenic actl *" y "( f . menstr ual cycle, and 

" iCr °SlIuio»., lactose, potassiu* polacrillin,m,a„esiu», stearate, Opadry 

pink, 

ppn-1 S00 was E, and water q.s. . 
ST oral contraceptive progestin estrogen; trimegestone ethinyl 
estradiol oral contraceptive 

" ^("Sef monophasic contraceptive method and kit comprising 

combination of progestin and estrogen) 
IT Oral contraceptives 

(monophasic contraceptive method and kit comprising 
combination of progestin and estrogen) 
IT Conjugated estrogens 
Estrogens 

Kleioiooica! activity or effector except adverse,, T„U 
(Therapeutic use); BIOL (Biological study ; USES Uses) 
(monophasic contraceptive method and kit comprising 
' combination of progestin and estrogen) Est rone biological 

tt SO-28-2 Estradiol, biological studies 53-16 7, Estrone, oioioy 

1-1=3, Mestranol' ^^l^ ^A^"^ 

combination of progestin and estrogen) 
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^'a first phase combination of a progestin at a daily dosage of 40-500 
'""^trimegestone, 250 .mu.g-4 mg dienogest, or 250 .mu.g-4 mg 

nroiesJin and estrogen combination is administered m each of the 3 8 
davs A second phase combination of a progestin at a daily dosage of 
4,-500 mug trimegestone, 250 .mu.g-4 mg dienogest, or 250 .mu.g-4 mg 

/ t fn SmTina^fon is administered in each of the 4-15 days and a 
SKrd phase combination of a progestin at a daily dosa ^° f 40 500 - mU - g 
trimegestone, 250 .mu.g-4 mg dienogest, or 250 .mu.g-4 mg 

and estrogen combination is administered in each of the 4-15 days 

Pr ° Vi Sat the daily dosage of the combination administered in the phase is not 

tne same as the daily dosage of the combination administered in the 
second 



n k* aa a nH that the dailv dosage of the combination administered in the 
Scond phase is notlne'same Is the daily dosage of the ^bination 
administered in the third phase. An oral contraceptxve compn 
contained trimegestone 125, ethinyl estradxol 15 mu g, microcryst 
cellulose, lactose, polacrilin potassium, magnesium stearate, Opadry 

pink, 

polyethylene glycol, and wax. 
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AB A method of contraception is provided which comprises ive 
administering to a female of child bearing age for 23-25 consecutive 

dayS 'a first phase combination of a progestin at a daily dosage of 40-500 
.mu. g 



trimeqestone, 250 .mu.g-4 mg dienogest, or 250 .mu.g-4 mg 
Senon. and an estrogen at a daily do sag; ^n^ days 
estrogenic activity to 10 20 mu.g *thiny ^ same dQsage Qf the 

^. a.™™ ,t » ^ y fr s f^S"-fi" 4-15 d, yS . 
estrogenic activity to 10 20 .mu. g etniny administration 

S^HrS pSLf LSnaUo^ wSreln ?L same dos,, J^* 
trimeaestone, 250 .mu.g-4 mg dienogest, or 250 .mu.g-4 mg 

and estrogen combination is administered in each of the 4-15 days 

pXOVi ? e h t , he dailv dosage of the combination administered in the phase is not 
same as" the dalfy dosage of the combination administered in the 



second 



pink, 
ST 



d ,_ a f h3 f i-h^ H*ilv dosaqe of the combination administered in the 

Scc-nd^a fis'notlne'samri: the daily dosage of the combination 
secona piidse ^ . , nhase An oral contraceptive compn. 

estradiol oral contraceptive 
IT Oral contraceptives 

(progest in/estrogen oral contraceptives) 
IT Conjugated estrogens 

E R L: r °Bfc n (Biological activity or effector except adverse); THU 
(Therapeutic use); BIOL (Biological study) USES (Uses) 
/nrnnpstin/estroqen oral contraceptives) 
IT 50-rrEsSadiol, g biological studies 53-16-^ 1 Estrone, biological 

studies 57-63-6, Ethinyl estradiol 5 ^ 83 ;^oo ^7 oienoaest 
biological studies 72-33-3, Mestranol 65928-58-7, Dienogest 
67392-87-4, Drospirenone 74513-62-5, Trimegestone 
RL^ BAC (Biological activity or effector except adverse); THU 
(Therapeutic use); BIOL (Biological study) USES (Uses) 
(progestin/estrogen oral contraceptives) 
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^ dienogest, or 250 .mu.g-4 mg drospirenone and an estrogen at a 
daily dosage equiv. in estrogenic activity to 10 20 .mu.g 
It- 1<SO f„^ni for 23-25 days beginning on day 1 of the 

activity to 5-15 .mu.g ethinylestradiol for 3-5 days, such that 
the no of days of administration of the progestin and estrogen 
combination plus the no. of days of administration of estrogen is equal 

t0 28 per menstrual cycle. For example, during the first 23-25 days of the 
menstrual cycle, a pill contg. trimegestone 125 and 
etninjiestradioi 15 .mu.g is administered and during the last 3-5 
Says of the menstrual cycle, a pill contg. 15 .mu.g 



ethinylestradiol is administered. 
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«, 9738886' " Mo " «. 1997-38886 19970723 <_ 

M mis invention provides a method of »»«^» ln f ^ e a oonD i„ation of 

mg ^- c*- or 2S0 mu q-4 mg drospirenone, and an estrogen at a 

dienogest, or zsv .mu.y * »<y f . .. t in-20 mu.q 

dailv dosage equiv. in estrogenic activity to 1U *v .mu.? 
aany """^ i „.,r H s heainning on day 1 of the 

ethinylestradiol for 23 25 d ays be 9»> 9 the progestin and estrogen 
menstrual cycle; wherein the same do sage °* ™ p * followed by the 
combination is administered in ea ch °J ^he " 25 aay estrogenic 
administration of an estrogen at a daily dosage equi 
activity to 5-15 mu g •J^jJ-J B ^ x ^ogestin^nd estrogen 
co^inat?on^us1h^o ni of r dayrof administration of estrogen is egual 

t0 28 per menstrual cycle. For example, during the first 23-25 days of the 

days of the menstrual cycle, a pill contg. 15 .mu.g 

SI p^r^en^S'coft^Uv. pill, t^tone 
ettXyl.str.dio! combination oral contr.c.ptiv. 

IT Oral contraceptives 

Tablets (drug delivery systems) 

(progestin/estrogen oral contraceptives) 

IT Conjugated estrogens 
Estrogens 
Progestins 



IT 



L9 
AB 



an 
to 



AN 
DN 
TI 
IN 
PA 
SO 

DT 
LA 
FAN 



PI 



(progestin/estrogen oral °° ntrace P^ V ®*' dies 53-16-7, Estrone, 
50-28-2 17. beta. -Estradiol, biological studies " 
biological studies 57-63-6, Ethinyl estradiol 72-33 3, 
Mestranol 65928-58-7, Dienogest 67392-87 4, 
DroS pirenone 7*513-62-5, Tr^estone . 

(progestin/estrogen oral contraceptives) 
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A^thod of contraception is P-vided which comp rxses ve days , a 

administering to a female of ^^^^/^i^dosage of 40-500 .mu.g 
first phase ; e CO^inat,on_of a progestin at^a ^ ^ 
trimegestone, .mu.g * «iy ., dosaae equiv. in 

drospirenone, and an estrogen at a daily dosage q ^ 

estrogenic activity V^°tL s ?rua^ cS ^ ere in the same dosage of the 
beginning on day 1 of the ™ en ^™al JVCle, ™ d - n each of t he 9-13 
progestin and estrogen combma * lon " ad ^£""n at a daily dosage of 
Says. A -cond phase combination of _a P£°gestxn at ^ ^ ^ ^ mg 
40-500 .mu.g trimegestone, 250 .mu.g 4 mg y . in 

drospirenone, and an estrogen at a daily dosage^^ ^ n _ i5 ^ 
estrogenic activity to 10-20 .mu. 9 e ™J- V h 1 t day of administration 
beginning on the day ™^^n therein Se same dosage of the progestin 
Estrogen ^I^onTsMSr.^in each of the 11-15 days, and 
estrogen phase estrogen at a daily dosage equiv. in estrogenic activity 

10 -20 .mu.g ethinyl estradiol for *-* 0 ? t ^ £^ phase 

immediately following the l«t d y of admn X est n is administered in 

combination, wherein the same dosage of the est g 

each of the 3-5 days, provided that the daily g pr0 gestin 

st«"atl: 5pad?y pink, polyethylene gl ycol, and «.x. 
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J° method of contraception is P-ided which comprises e days , a 

administering to a female of ^^"^Vdaily dosage of 40-500 .mu.g 
first phase combination of a Progestin at a daily g 
trimegestone, 250 .mu.g-4 mg dienogest and 25U .m g y 
oxospirenone, and - estrogen at a daily dosag equi ^ 9 _ i3 days 

estrogenic activity to 10-20 .mu.g e tninyi wherein the same dosage of the 
beginning on day 1 of the menstrual cycle wherein t 9 _ i3 
progestin and estrogen ^^ion » ao^nistered in ea ^ 

s-500 ^'rSi^^tsrsss^-: srs.:^ and 250 rag 

^Lenone, and an estrogen at a daily do sag; ^eguiv. « ^ ^ 
estrogenic activity to 10 20 .mu. 9 e™*?* 1 t d of administration 

beginning on the day ^""^^Se 'same dosage of the progestin 
iLTs^lll c^InSS^SiSS^ in each of the 11-15 days, and 
^ estrogen phase estrogen at a daily dosage equiv. in estrogenic activity 

t0 10 -20 .mu.g ethinyl estradiol for 3-5 days beginning on the day^ 

immediately following the last day of f^ ni ^ati is admin istered in 
combination, wherein the same dosage of = secQnd hase 

each of the 3-5 days, pro vide d that th daily progestin 

a^hat^e faUrSosage ??tnj sLond has e estrogen An orjl 

estradiol oral contraceptive 
IT Oral contraceptives 

(progestin/estrogen oral contraceptives) 

IT Conjugated estrogens 

(Therapeutic use); BIOL (Biological study), USES (Uses) 

67392-87-4, Drospirenone 74513-62-5, Trimegestone 
RL^ BAC (Biological activity or effector except adverse), THO 
(Therapeutic use); BIOL (Biological study), USES (Uses) 
(progestin/estrogen oral contraceptives) 
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dayS 'a first phase combination of a progestin at a daily dosage of 40-500 

• mU ' g trimeqestone, 250 .mu.g-4 mg dienogest, or 250 .mu.g-4 mg 

^irenLe', and an estrogen at a -ily f sage e ? uiV f ^ 

estrogenic activity to 10-20 e ^ wherein the same dosage of the 

££S» ^troSn'SJSS™ i/admlnistered in each of the 9-13 



days, and a second P^s. co^ r tio„ f a progestin at^^ly^osag^of 
40-500 .mu.g tnmegestone, 250 .mu.g 4 "V,* eqll i v . in 
drospirenon., and an estrogen at a daily dosage q ^ u _ i5 ^ 
estrogenic activity to 10-20 "niny th last day of administration 

beginning on the ^««^»on herein the sLe oosage of the progestin 
Oestrogen EtiTts^iLtered than 

sriS!, 1 ^.?^ ^"r P hLrp°rcgeS"%n"?h,t th . a* 

SiSSS.'!^!^^" opadry 

pink, . i 

polyethylene glycol, and wax. 

AN 1998:98326 CAPLUS 

S B 2 iphas 8 ic 3 contraceptive method and kit comprising a combination 

of a progestin and estrogen 
IN Gast, Michael Jay 

PA American Home Products Corporation, USA 
SO PCT Int. Appl., 19 PP- 

CODEN: PIXXD2 
DT Patent 
LA English 

FAN.CNT 1 APPLICATION NO. DATE 

PATENT NO. KIND LWUt. 



1 QQR090S WO 1997-US12787 19970723 <~ 

PI WO 9804265 Al ^980205 wu co ^ 

W: AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, U rr rz 

fl' II' Lt' Lu' LV, MS', MG, MK, MN', Mw', MX', NO, NZ, PL, 
RO Ru' SD, Se', SG, SI SK SL, TJ, TM, TR, TT, DA, UG, UZ, 

11: S: am; az, f «. «. - s ™ F 
RW: £- 5: S: 5: S: m*: S: S: 5J: b e f ; L: cf : <*. «. «, 

G n', ML, MR, NE, SN TD, TG 1997 _ 2261748 19970723 <- 

CA 2261748 AA 19980205 cA 1|| 199?0723 

AU 9740435 Al 19980220 199 7-938011 19970723 

EP 9 R^ 8 °AT BE, CH^De/dk! 0 ^ PR, Gb! GR, IT, LI, LU, «L. SE, PT, IE, 

CN 12 26lS' "A FI 'lJ-B- CN 1997-196684 19970723 

JP 2000515889 T2 20001128 JP 199* 
PRAI US 1996-690422 A ^60726 
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of a progestin and estrogen 

PI WO 9804265 Al 19 ^0205 APPLICATION NO. DATE 

PATENT NO. KIND DAit, 

iqqcn?05 WO 1997-US12787 19970723 <— 

PI WO 9804265 Al 19 ? 802 ° 5 BY C A, CH, CN, CU, CZ, DE, 

W: AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY CA ^ ^ 

£ S ; £ E E S: £ E S S E S: £ £ £ 

£ £ 5: »: ». «. «. »- ™- T c ; ™, DK , ES , „, ™. 
" ! ti E S: E S: £ S: £ £ ». <*. «. * «, 

GN, ML, 19980205 ^ CA 1997-2261148 19970723 <- 

CA 226174S AA 1|9|°*°= 199 7-40435 19970723 <-- 

AU 9740435 Al AU 199 70723 

" 9 R 18 °AT, BE, Ch"db, Ok!°S! n, OB, GR, IT, L!, U.. «L. «. PT. IB, 

SI, LT, LV, FI, RO 



iqqqnRlS CN 1997-196684 19970723 

CN 1226167 A ^990818 CN 2Q 199707 23 

» S^^TSS X conserve 
dayS 'a first phase combination of a progestin at a daily dosage of 40-500 

"^trimegestone, 250 .mu.g-4 mg ^J^ii" 2 ,^,-^ 2 

drospi^none and an estrogen at a daily do «ge ^ ^ days 

estrogenic activity to 10-20 .mu.g etniiy h dosage of the 

beginning on day 1 of the ^J^J^i^SS in each of the 9-13 
progestin and estrogen combination " a™ x £" tin at a daily dosage of • 
Lys, and a second P^se combination o f a gog«J Qr 25Q . mu . g _ 4 mg 
40-500 .mu.g trimegestone, 250 . « ™ d osaqe equiv. in 
drospirenone, and an estrogen at a daily *>«g ^ for n _ 15 d ays 
estrogenic activity to 10-20 .mu.g ei ™y fc d f administration 

beginning on the day ™ d ^f y ^ e °r?he same dosage of the progestin 
of the first phase combination, ."herein the sam y 

and estrogen combination is administered in °* * .„ ter than 

provided that the daily f^f ^rplogesfin anTfhat the daily dosage 
the daily dosage of the first pnase pj-uyc 

of «. „on 1* areater than or equal to the daily dosage of 

opadry 

IT -tSS?^^-^-. «i»e 9 es t o„e ethinyl 

estradiol oral contraceptive 
" ° r ib?pha"c e con"aceptive method and kit comprising combination 

of progestin and estrogen) 
IT Conjugated estrogens 

Estrogens m Qffo ^ nr PxceDt adverse); THU 

of progestin and estrogen) 53-16-7, Estrone, biological 

cn oq 9 Fcii-radiol. biological studies oj io /, ^ 

of progestin and estrogen) 
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S SJU-^^ S ^Sf4TS?3-2 5 consecutive 
dayS: a first phase combination of a progestin at a daily dosage of 40-500 

•^^trimegestone, 250 .mu.g-4 mg dienogeat or 250 mu g-4 mg .mu.g 
drospirenone, and an estrogen at a daily do sage equ 

estrogenic activity to 10-20 .mu.g ethinyl estradiol to y ^ ^ 

beginning on day 1 of the ^^.^^"S in each of the 3-8 
progestin and estrogen combination is ^^ter a dail dosage of 

Lys; a second phase ^"^^^SeSgeat, or 250 .mu.g-4 mg 
40-500 .mu.g trimegestone^ 250 mu ; g 4 mg g . n 

.mu.g drospxrenone, * St ™ ge . n ethiny i estradiol, for 4-15 days 

estrogenic activity to 10-20 .mu.g e "iny administration 

beginning on the d ^ o S n a"on "wnerein "he same dosage of the progestin 

Estrogen ^I^T-^nS^d in each of the 4-15 days. A 



thi rd phase cognation of a progestin at . a daily dosage of^O-500 .mu.g 
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estradiol valerianate 1, periodicity of 

progestogen estrogen therapy and 

Lenorrhea est rogens for substitution therapy 

(progestogens and esti y 
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Progestogens BI0L (Biological stuayj. 

RL: THU (Therapeutic useW ^ substlt ution therapy 

(progestogens and est y 
contraception) USES (0ses) 

Estrogens , BI0L (Biological stuay^ therapy and 

RL: THU (Ther apejt" u f »; and estr ogens for substi 
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IT 
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IT 



contraception) 
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contraception) 
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Formulation examples are given. I is 
androgen . 

IT Contraceptives 

(dihydrospirorenone) 
67392-87-4, Dihydrospirorenone 

RL: BIOL (Biological study) m 

(antiandrogen, for treatment of hormonal disturbances) 
57-63-6, 17 . alpha . -Ethinylestradiol 

RL: BIOL (Biological study) m 

(hormonal disturbances treatment by dihydrospirorenone and) 
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Oral formulations for contraception and treatment of gynecol 

disorders consist of a mixt . of I [67392-87-4] (0.5-50 mg) and 

17. alpha. -ethinylestradiol (II) [57-63-6] (0.03-0 05 

ma) or other estrogens and the usual pharmaceutical carries. These 

rormuLSons do no? have neg. effects, such as blood pressure increase, 

assocd. with the conventional contraceptives. Thus, a mixt . or 

I 20 II 0.05, lactose 140-45, corn starch 59.5, aerosil Z, 

poly(vinylpyrrolidone) 25 and Mg stearate 0 . 5 mg was homogenized and 

pressed into tablets with each tablet weighing 225 mg. 

1982:110148 CAPLUS 

96:110148 ^ . . , 

Preparation for contraception and treatment of gynecological 

disorders Sybille; Mannesmann, Gerda; Schillinger, Ekkehard 
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IT 



IT 



IT 



disorders consist of a mixt of I I* g] (0 . 03-0. 05 
SLol.tions do not h,v, n*g. ^«^ ptivea . Thus, a »ixt. of 
polylvinylpyrrol^ » ^ch^.bl.t »eic,hin g 225 

( B o„^ B =^°co„Ss dy L,nto. estrooens and, 

s =H«sssi e ^ I,i!o,,t «- ^^ i <^ i ° pr ° p " ,,droster ' efura 

none deriv. and) 
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3-Oxyiminopregnane-21 carooxau 



##STR1## 



PA 



PI 
AT 



3-Oxyxmxnopregn-uo produC tion and use 

, , . K _ cnpr i f ication, tnen F 1 - 
wherein R is as de ^f^fo, 
as pharmaceutical agents are u 
2001:10878 US PAT FULL 
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Laurent, Henry, ^lin, Gemany, Republic of 
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PI 
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SUMM 
SUMM 
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19961201 
19970107 (60) 



PCT 371 date 
PCT 102(e) date 



DE 1996-19651000 
US 1997-34997 
Utility 

Prtmar? Examiner: Badio, Barbara 
MiUen! White, Zelano * Branrgan, P.C. 
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US 6177416 „ ° 

WO 9824801 19980611 n (drospi renone) that is 

The 3-keto compound of £°™f a "J™ formula I ##STR3## 
analogous to the compounds of gneral^ ^ ^ & fchat 1S 

c) a strong antiandrogenic action, _ 
sufficient for ^ tr ^^°" ^etic gestagen which, like 

three partial actlons a) ' 



< — 



c) , 



in 

in 



hut unlike progesterone is also bio-available 
_ a common dose range, but unliKe prog 

a relevant amount af ter ^f.^f f/p^eS^aSH^comSIna^ion 
therefore be used either by it P hormonal 

preparations together with an est ^en r therapy . Owing to 

SUM " areat Kt££"S nSrTn^PlacSen therapy and recently also for 

^LSS^'v-n Chiang £ , JTransd ^ 

20(4) ' 633-664 (1994)). -advantageous physicochemical 

SUMM To date, drospirenone ^ disadvantage P^^^^y in organic 
substance properties, such as, e.y , 

P ° lymer has hampered reasonable use of it . via . the . • ^ converting 

SUMM The object of this mv t n th refo re conside rably 

drospirenone into d f 1V *^ V " *hat are without the very 

improved physicochemical .^stance p P sign if icantly altered, 

advantageous Pharmacological pr of il e b e J J d by converting 

SUMM It has now been ^_oxime derivative (R-H> or the . , ^ 



SUMM 



SUMM 



drospirenone into the 3-oxime derivative ^ * formula ^ Th 

corresponding O-acyl derivative (Racyl)o 9 surp risingly 
derivatives of general formula I "easting ^spirenone in 

..... poly.crylates silicon. ^^^^ ' 

. general formula I from the ^trix d (drospi renone 

f ^"/"f "o-U ^ 'oJ formula I.. This is in turn 

prerequisite for a »°" rf^ 'factually make it possible to take 
The compounds thus ate the first to a y ^ ti<>n of 

fo ll advantage of the =o»« r ^v. s Or aUon P £ a Just 

*SffSSlJ2S."S^- they can also he g ive„ orally. 

however. e£fart i„e 3-oxi»es and O-aoylates have already 

SrSSSSflll S i9-»ortest,sterone series . 
Levonorgestrel-oxime-17-^^ ^ I.M? 1 " 

^"^S^ro^O.O^.^.S. Pat. »o. 4,027,019.. ^ . 

- o : i! e is^-rrs."^ - 

estrogen, combination preparations canoe 
contraception and ^th menopaus al sympt oms ^ fQr ^ by 

. . . compounds of general formula i > reparat ions for 

themselves or in combination ens i ^ Qther 

possible uses that are now tion wit h Hormones]," 

^Kontrazeption mi fc H^» b ^Sl^SSg Thieme Verlag 
Hans-Dieter Taubert and Herbert Rum, * 



SUMM 
SUMM 



Stuttgart— Mew 

York, 1995) 



SUMM 



of 
SUMM 



The gestagenic and estrogenic active ingredient component, are 

ethano-1, 3, 5 (10) -estratnene-3, 17 :£f *^ a ^ iene _ 3 16. alpha. , 17 .beta.- 

these especially the 15, 15-dimethylestradiol can be mentioned. 

Bt^nyleSadiol is SSTSSn&'SSL *no„n <„0 

The estratrien-3-amidosulfonates that recency 

96/0521 and WO 96/05217), derived from ^tra^ol or .t^l.-tr ; diol ; 

w^k a-ro Hi dtinauished by low hapatxc estrogeneity, are di» 
I 1C estro e g ens St foruse together with -pounds o general 

SUMM The estrogen is administered in an amount that correspon 

0.01 to 0.05 mg of etili ^ e ^ tr ^ 0 ^ ditional use of a competitive 

SUMM ... are distinguished by ^^^J^saivatiSrra in Female 
progesterone antagonist : (H B Croxatt^an d^ Runnebaum , 

C °Sabn P Kiesel--Vol 2 Advances in Gynecological and Obstetric Research 

Series, Parthenon Publishing. 

CLM H^Sorsssr jtm^ttsss-- » — 

ethinylestradiol . 

i_ j • ina-94-7 Acetic anhydride 123-62-6, 

IT 106-31-0, Butyric anhydrid 108 24 7, ^ ^ 2051-49-2, Caproic 

P anh P ydSde ""KE-S-l. ^ydroxyLrlonium chloride 67392-87-4, 
3-OKO-6.b e ta.,7.beta.:15.beta.,16.beta.-dimethylene-17.alpha.--pregn-4-en- 

21 ( P rSn b0 o a f Ct o°x n y e imino P regnanecarbolactones for estrogen contg. 
medicines) 

S AN ?hf P rLent 2 inventfon U describes a two-stage Pharmaceutical combined 

proration for hormonal contraception containing at JeastJO ^ 
daily unit doses, which preparation, in its first stag ^ P 
hormonal active ingredient a con^in i " of an ^Jjroge p & 
and, in a dose that is at least J^ c ^ *o *n the second st age 



total 



"dSred1 y ctt 1 o/f^n^f3rand% t r^C7or,fdf y s S ?Lr e 



combined mnnfhh; n ^ck which is used for female 

preparation, in the form of a P*=^le an oestrogen content in 

SS^SE? nirvana- iTso^TL total .™««"* <>" 
SS. .? ^"JfSiS le"oS eiop. en?? t ,„rsatlsfa=trr 1 =yci:; control 
ISh'JSJSS ^ofdancfofln^erLdiate bleeding .3 well as undesrred 



side effects 
AN 2000:21243 US PAT FULL 

TI 



IN 



2 P n,^aceutica? coined preparation, tit and -ethod for hormonal 
"IS-Gonwitzer, Karin, Berlin, Germany, Federal Republic of 



Klemann, Walter, Berlin, Germany, federal Republic of 
PA Schering AG, Germany, Federal Republxc of (non-U. S. corporation) 

PI US 6027749 20000222 

WO 9701342 19970116 
AI US 1998-981488 19980603 (8) 

WO 1996-DE1192 19960627 

19980603 PCT 371 date 
19980603 PCT 102(e) date 
PRAI DE 1995-19525017 19950628 
DT Utility 
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DRWN No Drawings 

LN.CNT 804 ™ m ™m 
raq INDEXING IS AVAILABLE FOR THIS PATENT. 

S Pharmaceutical combined preparation, kit and method for hormonal 

contraception 
PI US 6027749 20000222 

ftB ?L7r«seL i»vInS„ descri.es a t»o-s tag e pha^ceutic.l cornea 
Preparation for hormonal contraception containing at least 30 
dally uni? doses, which preparation, in its first stage comprises as 
hormonal active ingredient a combination. . . content in each 
indiv^uafunlt dole and also has a low total hormone content per cycle 
of administration, with high contraceptive reliability, low 
incidence of follicle development, and satisfactory cycle control with 
Pliable avoidance of intermediate bleeding as well as undesired . . 

SUMM ?S present invention relates to a two-stage pharmaceutical combined 
Preparation for hormonal contraception containing at least 30 
daily unlooses, which preparation, in its first stage, comprises as 
nSnSnal active Ingredient a combination. . . desired cycle of a 
minimum of 30 and a maximum of 84 days, and relates also to a 
corresponding pack (contraceptive kit) c °? tain ")9 ^J* uses 
combined preparation, and to a contraceptive method that uses 
the above contraceptive preparation. t ■ „ >, = „ Q 

oriMM oral contraceptives in the form of combined preparations have 

been knowHtSce 1960 as so-called monophase preparations. Those 

SUMM ^ e r r rfsuirof°?he St deeelopmen; of new, more active gestagens than those 
SUMM h first oral contraceptives, a continuous 

reason or the daily dose of gestagen has been possible. It has also 
beeipossible for thedaily dose of oestrogen to be reduced although, 

before, the oestrogen contained in hormonal contraceptives is 

ethynyloestradiol. In the development of new improved oral 
contraceptives/the following three factors have been (and are) 
dominant : 

SUMM (1) contraceptive reliability 

SUMM The contraceptive reliability is effected m particular by the 
SUMM ^e t ContraceP mponen ^ ^ ^ amount of that component 



as 



SUMM 



V., 



corresponds at least to. . 
The aim of the development of new oral contraceptives having a 
reduced" daily hormone'dose is to minimize the side effects describe i 
eoidemioloqical studies. More recent epidemiological data. . . point 
towarSs 1 ?rend for the improved tolerability of low-dose preparations 
in respect of cardiovascular side effects [Thorogood M, Oral 
Contraceptives and Cardiovascular Disease: an Epidemiologic 

Overview; Pharmacoepidemiology and Drug Safety, Vol 2 . 3-16 (1993^. 
Gerstman B. B . , Piper J. M. , Tomita D. K., Ferguson W. J., Stadel B. 

Lundin F. E . ; Oral Contraceptive Estrogen Dose and the Risk of 
Deep Venous Thromboembolic Disease, Am. J. E., Vol.133, No. i, 
(19 91); Lidegaard O., Oral contraception and the risk or a 



SUMM 
oral 



SUMM 



SUMM 

SUMM 
SUMM 



SUMM 



Fertil., 36 Supply 7-18 ^ . a ^ nnq o n d hormone tests Lunell 

• TV*"!" z™™ on'lnhiKtion with a combined 

N. 0., Carlstrom K. f Zador l.., uvuxa 

.mu.g levonorgestrel; Acta Obstet. by G eburtsh. and 

(197 g 9); Mall-Haefeli M. • ^-^^i;', stuttgart-New York (1991); 
Frauenheilk. 51, 35-38, Georg ni e * tiva (Treatment with oral 

Strobel E., Behandlung mtora Kon tra zept i tQ 
contraceptives); Fort schr Med. £0 Jg^ No Tei( l hmann A . T . , 

k C ™^R^ction 9 of 2 Ethynyllstradiol in OCs Jeopardize 

Ovarian ^^^X'^^^^^^^^o, 
"Escape" ovulation in women due to the missing o 

oral contraceptive pills, Contraception ^ facfc Qr 

241-247, 1980; Molloy B. G. et al.. Mis P ^ contraceptive 
fiction? Brit. Med. J. 290, 1474 14 ' The risk of a pregnancy 

protection is consequently placed in q mist akes. . • 

is therefore high es P e ^ al ^ y n ^ rma eeutIcal preparation for 
DE-OS 43 13 926 describes a /*™^icai P P eparat ion 

C ™?s i0 o? consisting of a minimum 

s-sir-? Sr-irs-arsi ^^-i^ ss.'s. onset of 

menstruation, when taking an oral ^^Srogen-containing and 
a continuous daily administration of botn y ed untU 

especially gestagen-contaimng unit doses ca ± unit doses 

completion of the administration of the gestag 

[ Hamer lynck J . V. Th. 2-3 (1979); Luodon N. B. et 

(1987); Luodon N. B . , ifft ueu. 

al., Brit Med. J.. • - hormone content per cycle of 

^S'^^rSl^S;. and satis™ cvcie. . 



doses 



prePa'aUon e <c:™tiv.Ut) ^/""^ration. 
Lthod that uses described co^rac.pt.ve p 

K SSSiS^ ™ ° "° - * ° f 84 dally unit 

SSi^^SS S^ording'to the present 
invention ate characterised as kit accor di„g to 

r^ent^l" t„e unrt^oseHf^e first stage are arranged 

periodically repeating sub-units . . • di t the 

first -age^c^enc^^rth^e^rrst 

follicle aimnrMsed and consequently breakthrough ovulations 

J^SSrfh^Sy^nSESl^-rtl!. reii.Mlitv. This is 



SUMM 



SUMM 
each 
SUMM 
SUMM 



in 



SUMM 



SUMM 



o£ great importance ^^Z^tftTL^T ^ 
administration, particularly in the case tr , diol . 
contraceptives having a low da lly dose o ^ ^ ^ mistakes . 
SSJ aSinLtra'tlofor'two unlooses to more tn,n 2 4 hours, .nnl.y 



SUMM 



SUMM 



DETD 
means 



G „ scott m. b. «.>™™£'?*^£.^Sm?£ 

an inner city practice. Br. ^ when used as an 

^^^SSm^Z o £ the lowest-dose 
r;rrlSie"ma„ipul,tion o £ -e initiation o £ t he w™^^- " 

from the. - • o ,- nf , 4-o the invention is 

SoLsssrsrJsipirs 1 ^"- ° £ * biistec in uhioh each . 

individual segment,. . • development in the user. This 

lower frequency of follicle a^v F 



DETD 



DETD 



CLM 



a first 



administration. according to the invention is effected xn 

. . . combined preparation ^ c °~J n | lready knoW n for conventional 
a manner completely ^^^l-day administration period of 
oral contraceptives having a 21 example , Femovan.RTM. 
active ingredients, such as, r £ >RTM . 

(ethynyloestradiol/gestodene) or Micr gy of . . . 

"Gynacologe" 25: 231-240 (1992). . 

What is ^ laim ^ a ^i ceutical combined preparation for hormonal 
1. Two-stage P harmaceut ^ a ;„, st 30 daily unit doses, which 
-^SSS^'S^Srrt stfge. comprises .. hormonal active 

ingredient 

a combination. . • , , t 30 daily unit doses 

^c^=^t1ea C sronrioULi 8 "tive ingredient, having 

^Contraceptive ki, according to claim U. wherein the tirst 

stage comprises 25 or l<o aany 

13. Contraceptive kit. according ■ 

VoZSSZS.* " herei " the £itst 

stage comprises 28 daily unit doses. 

. lit according to claim 13, wherein the first 
15. Contraceptive kit according o£ ,^ . . 

stage comprises fP^'^^^f to claim 11, wherein the 

ll^Ttll^ comPrisesTdaily'unit doses . 

1,. Contraceptive kit according to claim ^««»^\ he klt . . 

second stage comprises 5 or b aany 

18. Contraceptive kit according to claim ^^^^ of compounds 
oestrogen of the first stage is 

n.beta.-oestradiol,. • ■ claim 11, wherein the 

19. Contraceptive kit accord.ng to^cl.x^ ^ ^ ^ dose in . 

oestrogen of the tirst ^dyc 



+ ■ ~ vit- accordinq to claim 11, wherein there is 
^„ta" P Sh Sil^SI? i« th. -ond staoe an a.ount. . . 

at laast 30 daily unit doses 
^^23^^.^^ indent, havin, a first 

^i'tdK^t^^^^ 

or other means. . • ± fc claim 2 1, wherein the 

24. Contraceptxve kit according Hn , es 
separate sub-units each contain 7 unit doses. 

*■ « kit according to claim 21, wherein the first 

25. Contraceptive kit according g multiple of 7, . . • 

f 6 a9 Cont«certive "acceding to claim 21, wherein the 
second Sgfcomprises 7 daily unit doses. 

SitSss^-it^w slss i^i^-f — ds 

2S=^^« ^ ^ ^dai^ .ose in. 

Ethynylestradiol 68-22-4, N °"™isteron 17 .beta . -Estradiol 

acetate 797-63-7, Levo n orgestrel 979 f»> DeS ogestrel 
valerate 35189-28-7, Norgest h °_ 4 Gestodene £7392-87-4 

54048-10-1, 3-Ketodesogestrel 60282 87 3 Ges 
(contraceptive hormonal combination, kil, 

^""invention rSSTS a preparation for substitution therapy and 

contraction co.prisino. at least T periodicity such 

one estrogen in "^V^JlSv avoided, wherein the periodioity is 

preferably llll ^^^^^^ in^oraT " 

S Preparation foffuSitution therapy, containing at least one 

Ml SfrtTarlfw^helmus Gh islai. Bierbeek B el 

SLembourg, Germany, Federal Republic of (non U.S. 



L9 
AB 
oral 



Preparation 

progestogen and at l^f.^^f^fhelmus Ghislain, Bierbeek, Belgi 
H s^S'A^S^. Federal Republic of (non-U.S. 

PI Ss r ?8278i°3 n) 19981027 

WO 9507081 19950316 . m 

aT US 1996-605118 19960604 (8) 

wn 1994-EP2997 19940908 

WO 1994 EP^yy 19960604 PCT 371 date 

19960604 PCT 102(e) date 

PRAI 

DT Utility 
FS Granted 



NL 1993-1562 19930909 
Utility 
FS Granted 

SS" KS'SjSS'irSIl-rS-*-. Ortin . Hanson, 



P.C. 
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PI US 5827843 199810^/ <__ 

WO 9507081 19950316 nrpnsration for substitution therapy and 

AB The invention relates to a preparation ror 



SUMM 

SUMM 
SUMM 



SUMM 
SUMM 



^'present invention reXates to a P^P-^^^rpSS"" 0 " 

db-rs srs«»!s. p s t ^-« «-'.«.<*. — ~~ 

becuse the *™^ t invention relates to preparations 

designed' for oS'conLSption with substantially contrnuous 

^continuous application of oral ^^ST^S^lo the present 
1^"^^ tHnducf bleeding with a regular. . 

progestagen dose is P^^ly alt Reparation for substitution 
SUMM The invention therefore relates to a p * t one 

therapy and for o"^*^^^^"^ the estrogen dose varies 

progestogen and at least one ebuuy 

SfpreraraSonfLroral contraceptive comprise estrogens and 

progestogens in common fo ™; he inven tion as oral 

^ce P ^ISrrS 1 ItrSeS l n g t wi t l^.s ub sta„tiaU, 

DETD .Irfparation according to -invention^ oral g 20 

^"SSSySSSrSKrinT?? gestoden. The preparatron 

DETD preparation according to the invention tor oral „ 

DETD -^fESfStSa and'tne'above mentioned cognations of 
"""''and progestagens in products for hormone replacement therapy and for 
contraception . 

™ r^ripa^fr fir : substitution therapy and for oral^ ^ 

"^SS^^S^n, 1 ^™ Lso=iat?o„ therewith wherern the 

progestogen dose. . • Ql -„r!ies 51-98-9, Norethisterone acetate 

IT 50-28-2, Estradiol, biological studies 51 

57-63-6, Ethinylestradiol 57-83 0, ^°^ster Q Cypro terone 

''studies 71-58-9 Medroxyprogesterone c ^ 3 5189-28-7, 

^rgSima" 7 ' 6 4 24-^-5? 2 D e;o^trS . 54048-10-1, 3-Ketodesogestrel 
N 6 S2?2 S -87- a 3, Gestodene 67392-87-4 Orospirenone 
(progestogens and estrogens for suostuun 
contraception) 

13 m rll2i££ ^ oral — . P Uo„ is disclosed 
comprising an estrogen selected from 



2.0 to 6.0 mg 



of 17. beta. -estradiol and 



AN 
TI 
IN 



PA 



(non-U. S. 



0.020 mg of ethinylestradiol; 

and a gestagen selected from 

0.25 to 0.30 mg of drospirenone and 

0.1 to 0.2 mg of cyproterone acetate, 

followed by 5 or 4 pill-free or sugar pill days. 
1998:128255 US PAT FULL 
Composition for contraception 

K^^^B^STekfnfceLany rederal Republic of 
SSng SSMM'SiSSy. ^eral Republic of 
Ssl?^^ 19981020 

SnSua^of Ser. No/u^^U, filed on 30 ,un 1994, now 
patented, Pat. No. US 5583129 
DE 1993-4344462 19931222 
Utility 

Granted n . ^ r 

Primary Examiner: Spivack, Phyllis G. 
Millen, White, Zelano & Bramgan, P.C. 
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SUMM 
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SUMM 
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SUMM 



Composition for contraception 

fetation product folZll caption is disclosed 

comprising an estrogen selected from 
0.020 mg of ethinylestradiol; 

?bfs rJnllo7rlir^~Zi a us. of rrf „s and gestagens for 
Ihl nroduction of a combination preparation for oral 
conception and a corresponding pack containing this 

combination preparation. rnntra o«>tion are already 

^rr^p^^ t{ ^« t °: "-sias?: The 

s;°?o 2 br^nist^d e dS a if ; s-s^r- 611 case (so ~ called 

Sngle-phase Preparations) and produces the desxred ^ 

contraceptive effect in t^/^^^f/^e placebos. In most. . . 
intake pause or during the intake of th e P 

conjugated estrogen, ""^ S S SS° 0 „ therapy and 

combination. 

ethinylestradiol and K = ri „ ori , r ~ r n f the female organism in this 

the contraceptive protection still pessary f 

j^«.°^ c ?Ji-s=^^ Mtt,rl " i duIlng the last 

"enty years above all by the reduction of. . . 



r • H^irpd trend toward better 

;UMM ... the meantime c ° n ^™ ^ a ^- OR ^ relative to cardiovascular 
compatibility of lower-dosed preparatio n * J£ tives and 
complications [ ( 1 . ) Thorogood, " m ' ?"^ C ° V ^ v °ew; Pharmacoepidemiology 
Cardiovascular ^^i^^^^T^s^. B. B. ; Piper, J. 
and Drug Safety , Vol. 2. 3 16 1993), I > ^ ^ p E> . 0ral 

M. ; Tomita, D. K. , Ferguson, w. , venous 
Contraceptive Estrogen Dose and the Risk of Deep J; (3>) 

Thromboembolic Disease, Am. J. E., J ; f a cere bral 

c^ssss=-ss: ™ ? „ r" pi " pectives " Int - J 

incidence of cardiovascular d sea es_ But extreme 

contraceptive ^TrJI^^Vtaugh the ovulation-inhibiting 

reduction of the dall y/ strogen ^°^ eo 2^ s f s caused mainly 
effect of the lew-dose oral cent -ceptxves alsQ makes a 

by the g esta g en t C .^on S'the central inhibition action. . • 
significant contribution to the central cont raceptive on 

SUMM The lowest estrogen dose contained in antral -ntra^p 

the market at this time is 20 .mu.g ot Although the cycle 

combined with 150 .mu.g of desogest ^« C1 g^ ewhat poore r in. . . 
control of this preparation is as expected ; of a lesser 

But the observation, made identically ^ q£ 

ovarial suppression of Jhe preparation problem. 

£eMl ' S i h e juration. . ■ ultrasonic or ™i -udlj-^t. 

[(6.) Lunell, N. 0.; Carlstrom, K . , factor, v*., 

"" h . cc- ined oral -g^^ f £ ^^e^crt ».t«. 

ethinylestradiol and 250 .mu.g o * Ma ll-Haefeli, M. ; 

Gynecol Sc and. Suppl. 88 - 17 21 ( 979), l ^ 51# 35 _ 38 Ge org 

Werner-Zodrow, I., Huoer, r. . . J ft . strobel, E., Behandlung 

Thie»e Verlac,, Stutt,af-»ew ™rt <199 ) , 8 . . ^"^^ ; 

Srts"^ ^10 £™»2), !»■) "ttjr to Editor, 
Fortscnr n«u (1992); (10.) Teichmann, A. T.; Brill, 

Contraception 45: 519 521 , i ' jeopardize 

?o„,ress « -^S^ST^SrSild'^'o; present. Xt is 

espectaji/rn ^S^-.^nt.k. errors with the 20 
ethinylestradiol preparations. 
DETD 0.015 to 0.020 mg of ethinylestradiol, 

DETD 0.1 to 0.3 mg of drospirenone, contraception for a 

° ETD f f ^fof °rfproduct°ve a ag°e m wSo nasTo/yet reachedVemenopause, by 

administration of the form of dosage for. . . 
DETD 0.020 mg of ethinylestradiol; 

DETD S'SSSoTXi. i-ntion reiates to a «*ln.tion product tor oral 

contraception, which comprises 
DETD 0.020 mg of ethinylestradiol; 

DETD 0.25 to 0.30 mg of <^i"£?"!; ion prep aration according to this 
° ETD rnv:n?!on a com P ?nerr 3 ^o:fge n fni?s, Pr e e a P ch containing 20 .mu.g of 



DETD 
DETD 



DETD 



DETD 



- , r) ts mu Q of gestodene and 5 sugar pills or 
ethinylestradiol and 75 « J dosage un it or a. . • 

other indications to show that no a g formed Wlt h 

The clinical study briefly ^« c "°~ dene as representative of 
ethinylestradiol as estrogen ^^f^ssible according to the 
the substance class of the g es "9 £ f eth in Y lestradiol or 
invention. All P?" 1 " 6 ^;^^ !n tS indicated dosages with one 
estradiol according to the invent J° doS ages. . ■ . 

of the selected gestagens in the ina ethinylest radiol m 
The 23-day administration of 20 -mu ^ in compariS on to the 

combination with 75 .mu.g ° z \ ovarian suppression. In. • • 

21-day administration, in a stronger o th effectiveness 

21 day . according to the invention thus achie ^ ^ ^ of 

detd sr^.su7 HHi-« p " » - 

contraception to be administered o ^ ^ Qf 

in the case of previous intake 

ovulations" is smaller. , days , 0 f preparations 

ethinylestradiol. , „ tlm according to the invention takes 

ethinY . for a combination preparation accord g ^ usuai oral 

pl ace completely analogously as ^ ^alrea^y ^ 
contraceptives with 21 day ^ a P an>RTM . ( 

is also designed analogously to packs to Qf 
^2"2!£Tl uSf— Xg the active exponents, now 23. . 

• . the statements made i n .--//^Lfle;t e a P m e oun a ts ly of alSO " ^ 

dements there ^r determination o e qu xvalen^ ^ ^ 

ethinylestradiol and "^'^^sirel, desogestrel, 
various gestagens, such a lew y hand _ 
3-ketodesogestrel and ^stodene, on z ^ ^ as tQ 

DE TD • • A 9 ent Researc h) 27, 2a, 

"Aktuelle . hormon alen Kontrazeption" [Current Developments in 

Entwicklungen in der hora ° na ^ . Gynako loge" [Gynecologist) 
Hormonal Contraception], H. Kuni in y 

25: 231-240 (1992). beta . -estradiol level in groups of 30 females, 

DETD FIG. l: Area with the 1 7 o ^ a contraceptive (75 .mu.g of 

, ^nl.tr^ t in« Ti ^ n t«-^ d folUcuUr developments 

DETD • 

(>13 ,. th ,,. or 23-day treatment with an oral 

ethinylestradiol) . 

CLM What is claimed is: contraception, comprising 

1. A combination product for oral contra p from 
(a) 23 or 24 dosage units, c ^ Q20 mg of 

>2.0 to 6.0 mg of 17 - bet *- ""^iected from 0.25 to 0.30 mg 
ethinylestradiol; and a gestagen select ^ acetate , and 
of drospirenone and 0.1 to u.* my 



DETD 



DETD 



that 



b, 5 or 4, respectively, active ingredient-free placebo pills or other. 

2. A combination preparation for oral -^sSaSl 3 ""^" 
to claim 1, wherein the estrogen is ethmylestradxol 

4. A combination preparation of claim 2, wherein the gestagen is 
drospirenone . 

dose equivalent to 75 .mu.g of gestadene. 

i domination preparation according to cUU " 

^.TcoLination-prepa^tion of claim 8, wherein the gestagen is 
drospirenone . 

IT 50-28-2, estradiol biological ^ Cyproterone 
Ethynylestradiol 68-22-4, N ^^ isr ?^ 9 _ 28 _ 7 Norge stimate 
^r^alx + o 797-63-7, Levonorgestrel /, cnoQ9_ft7-^ 

acetate ,y ' OJ Rdn^R-in-l 3-Ketodesogestrel 60282-B / ^, 

54024-22-5, Desogestrel 5404b iu l, o ^ LUU y 

^r^SSitSrSSTcont,. estrogen and gestagen, 

L9 ANSWER 20 OF 23 USPATFULL nreD , ration wit h two hormone components 

M {.rSrSSir.itSS'^SS.SS'SSi^y in a panging unit and 

th " are intended for time-sequential oral administration, »hich in each 
consist of a number of daily dosage units -^"""^ 

^i^^sssr. 1 ^ — ; r --f /r,S S tn,t 

combination an estrogen P«P?" tl °° ™ " p"ation, and as a 

4--«r, Th*. first hormone component comprises 23 or 24 

units. The total number of hormone daily units is equal 
number of days of the desired cycle, but at least a Y ^ 
This combination P^P^tion is used is as low as possible in each 
allows for an estrogen content that is as low p content ^ 

SnlSaoL^oSnce riSfciirmenftrua? bleeding as well as of 

undesirable side-effects. 

^r.aceutic,f~»tion preparation for hormonal 

C °S„i?"5rsula, Berlin, Germany, 

Dusterberg, Bernd, Berlin, Germany, Federal Republic or 

Khrrinr^trenresehscnaf^'Berlin, Germany, Federal Republic of 
S^io""""^ 1 59 80 52 6 

WO 9526730 19951012 

AI US 1996-718401 19961216 (8) 

wn iqqS-EP1190 19950330 

WO 1995 EPliyu 19961216 PCT 371 date 
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TI Pharmaceutical combination preparation for hormonal f 

"ITl^r 1^80526 

"° 952673 L Possible in each individual dosa f unit and also has a low 
total hormone content per administration <=£le, »ith hrgh 

avoidance o £ 

OrarconSc^-rinlnfform^f-co^nation preparations 



PI 

AB 
SUMM 



SUMM 
of 



SUMM 



at 



new, more effective gestagens than those stained in the firSt ° ral 
^ntrlceotives. It was also possible to lower, the daily 

eSogeHosage, although in most cases ethinylestradxol is 
t ^ g lfP nL as an estrogen in hormonal contraceptives. 

least the maximum dose that is considered necessary for the gestagen in 
question to inhibit ovulation. The ethmylestradaol that is 
question to inniu estroge n in combination preparations is 

US «=h ?o increase Xe ovulation-inhibiting effect of the gestagen 
^nfmaSly to'ens^r cycle stability. The daily dose in the case of 
etninylestradiol administered alone, which must be used to 

SOMM S^^S ^^^-^"^^^ that are 
a reduced daily hormone dose was to minimize tne siae eii 

M " oral Contraceptives and Cardiovascular Disease: An 



3-16 1993) ; Gerstman B. B., Piper J. M., Tomita D. K., Fergv 
t e , Lundin F. E . ; Oral Contraceptive Estrogen Dose 

and the Risk of Deep Venous Thromboembolic Disease, Am J E Vol . 133, 

N °" i ^9-^6 (1991); Lidegaard O., Oral Contraception and Risk of 

Contraction: Past, Present and Future Perspectives; Int J 
Sum rhfp^paratfriith^he lo^sUdos.d amount of estro g en at this time 

1S ^rvpfpd as Mercilon.RTM. and contains 20 .mu.g of 

estrogen dose. The observation, confirmed in several studies, of 



20 .mu.g 



slighter ovarian suppression for the preparation that contains 

l TTo! *^es rf .ol and 25 0 -u g of Levono rgj.tr. 1, ^ 

Acta Obstet ^-^5^ R . [Childbirth and Gynecology], 51, 

Werner-Zodrow I, Huber P. K.,. . • 1^ strobel E . , 

35-38, Georg Thieme Verlag, Stuttgart-New York (1991)' StroDei t , 
Behandlung Jit oralen Kontrazeotiva ^"-^^.^ter to 

Contraceptives]; Fortschr Med 110 Jg. Ho. 20 (1992), 
Editor, Contraception 45: 519-521 (19Sj) , 
SUMM Teichmanr ^ 1 P.. Brill K ^^f-^r Suppression and Cycle . 

Bt SSrSf Book ??nth World Congress on Human Reproduction, 

cnMM BaU ' Ind be e responsibii"for breakthrough ovulations (Chowdhury et al.. 
SUMM "Escape" Ovulation in Women Due to the Missing of Low-Dose Combination 

^^^^^'^^^^ Conception: Pact or 
. 0 i -4. m-h t ?qn 1 474-1475, 1985). Contraceptive 

^eXLrfs^^p^^r™: ru 0^™* i. 

hi9h ' especially in the case ol intake errors below the 20 .mi.q 
SUMM •Tr°f D ~ 1 oI"S6"nor p ;ep„bli Sh ed,, an ".l-lon-^lbltl^ agent 
in the form of a combination preparation for contraception is 
already known, in which at least one hormone component that contains 

su» b ° th ""possible ra"J£l3SSf oosa g ."u„I?-but also with a low 
SUM " total hormone content per administration cycle whereby with high 

^r^»1- ft «Si^ cycle control 

SUMM " lth ""Sn'brsnpPressS-as-ea;!, as in the first intake cycle, and 
S thas breakthrough ovulations can be avoided, thereby increasing 

Sum ^Sn^remxneS'im^rtance mainly in the case o, intake errors, 
namely especially with hormonal contraceptives with low daily 
.^estradiol dose ^nts^ Since in ^'^"J.'U. or . . . 

rrwclos ^un s^o^orelhan^rhours, S. 'known (rinlay I. G., 
e u r r • Patterns of Contraceptive Pill-taking in an 

S city Practice B: Me* J. 198?, 293: 601-602) the combination 
Preparation according to the invention, if it is used as an 
ovulation-inhibiting agent, increases contraceptive 
reliability. This is true especially in the case of lowest dosed 
preparations . 

SUMM ethinylestradiol and 

SUMM ethinylestradiol and 

£2 " °iS: "dlily amou"^^^^ units of the first hormone 

r" P r e rr;d°oi 1 \"to°fo^"s e Se"aiiyTr"f"-d £ tor 
'^"Sra'-Sradioi vaierat,: 9 ,nd O.h to 0.075 m, is especially 

preferred for gestodene. 

componen? in each daily dosage unit contains as estrogen, 
ethinylestradiol in an amount of 0.01 to 0.025 mg _ est radiol 
17. beta. -estradiol in an amount of 1.0 to J.u mg, or 

SUMM if androgen "for both the first and the second hormone component, 
primarily ethinylestradiol or 17 .beta . -estradiol is 
considered. 



DETD The cognation preparation according to the invention is used in 

""^contxacepUon by .^"erin, g%f if^X^Lfon^ one. . 
first homons component °"« f. °£ in J s „? e i ov er generally 28 days 

° EID compared ^tSTSSSuSS^^P^"^' « SP " ially ^ 

with _ . ^ ipcc than 30 .mu.g and those 



DETD 



a daily ethinylestradiol dose ofle«^ ^ £ ™ e 
with a pill-free interval can be ^acterized^^ development in the 

user ThirmeanrrioLr risk of breakthrough ovulation and thus 



^^contraceptive reliability, especially in the case of intake 

DETD err ° rS ". a combination preparation according to the invention is 

carried n , n wav already known for conventional 

inqredients, such as, for example, Femovan.RTM. ( 
etnSlestradlol/gestodene) oj ^"^orfulat on ^ ^ 

analogously to the way. . • preparation according to the 

inventionls^b^^ — " — 

SSeSS^SSTn-iS oftS dosage units that contain 

DETD ^^^T^X^^^^ 

™£on is SSiS^ - ^« t &Si-t--^ and 

To determine equivalent-action ™ nt * n f v *£^ gestagens such as 
17. beta. -estradiol, on the ^^^aJ^-ketodesogestrel, on the 

ltll?T a l^ ev ^^ 2a ' 296 ~ 318 (1977) as wel1 as 

"Aktuelle Entwicklungen in der hormonalen Kontra.eption [Current 
Developments in Hormonal Contraception] . H. Kun 
"Gynakologe [Gynecologist]" 25. 231 24U (iw> 
CLM What is claimed is: Ilhor _ Hn the estroqen of the first hormone 

of Anon . qPlected from the group of compounds 

the second hormone component is selectea r _| strad iol 
17. bet a. -estradiol, ethinylestradxol and l/.neta. 



DETD 



in 



valerate . 



. daily dosaoe Uf t i, , contained in ^f^l^JoVl^ 
l^toCoTof "rV.o.ta'-.stradiol Valerate and the oestaoen in each 
daily dosage unit is contained m a. . • 1 Q t 6-0 mg Q f 

17 ^estradio^ O^'toTo' Toi SjEEU^. and 
1 0 to 4.0 mg of 17 .beta. -estradiol valerate. 

1 0 to 4.0 mg of 17 .beta . -estradiol valerate. 

,. Conation preparation -^0^ ~~ 
hormone component m eacn aaiiy y 
ethinylestradxol in an amount of 0.01 to 0.025 mg. 



IT 



1 0 to 4.0 mg of 17 . beta . -estradiol valerate. 

. . The combination preparation of claim 1 f^Jf^^ ^ 

the first and second hormone components is selected irom 
ethinylestradiol or 17 .beta. -estradiol. 

50-28-2, " ^eta. -Estradiol biologi^ 

Ethynylestradiol 68-22-4, No ^™ ls tero i7 .beta . -Estradiol 

acetate 797-63-7, Levonorgestrel 979 32 trel 

consecutive days, 

. first ph.se cognation of a progestin at a daily dosage equivalent 
in progestational activity to J":'" -^ levonorgestrel and an estrogen 
It I daily dosage '" b '" n °„Ing on Say " of the .enstrual 

ITAT^I^L'TJ IHZ oTthe progestin and estrogen 

combination _ R rlav „ 

is administered in each of the 3-8 days, 

a second phase combination of J^^V^S-S:!^'" 1611 * 

in progestational activity to 40-125 mu.g levon g 1Q _ 20 
estrogen at a daily dosage equivalent iatrogenic y inimediately 

iSiLK M V^-tSSo^ the^irst phase 
combination, ^ ^ ^ Qf the progestin and estrogen combination is 

administered in each of the 4-15 days, 

a third phase combination of a progestin at a daily dosage equivalent 

111 progestational activity to 40-125 ;--^Si;y"i ZT" 
It I daily dosage equivalent - estrogenic actjvxty^to^^^g 

administered in each of the 3-5 days, 

provided that the daily dosage ^^""^fl^"^"^^''* 
StnrSrreVIn-ne'sLlnrph se £ ^Hot ^ s^afthe 
SSr-X^'SSi"'^ X the third phase. 

AN 1998:48398 US PAT FULL 

TI Oral contraceptive n H crates 

corporation) _ rtt -^r 
PI US 5747480 19980505 
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Ss al 57?748r ePtiVe 15980505 
a successful oral contraceptive 

reparatSs-Sar-inSre'S/pot^iai for side effects • • 

. of racemic norgestrel. It 13 »"^ly P"ge S tational has no 
inherent estrogenic activity iaant^atrojenrc and Possesses 
^^ft^S^rreS.lSc- pit„it,r y -go»adal-target 

SKS'-ith the goal of reducing the total steroidal dosage, while 
maintaining contraceptive efficacy, good cycle cont ■ .„ whic „ 

minimizing side effects, ™-erov.s regimens Jave Me £ onbin , ti on 
t is%yPicrir y n riSSr.d1or at 2 rday S s iS££%y either a ,-da y piil 
freeTrtod'or the administration of a hon con^.cept - 

S^^.SSl^^'a.^.S!!' lD SC, levonorgestrel ,L N „ , 
gestodene (GTD) , norgestrel (NG), . . ■ „ 5,280,023) 

Erlich (German Patent ^, 104 385 ^ Qf fche 

days per cycle. The use of 100-30C ^^^^^'SJSS.tion is 

^rsc^rdi^fchrit^LfdiscfoLrrtriphlsic pLs bridging region. . 

Spona (PCT Publication WO ^/17194) discloses cent -ceptiv^ ^ ^ 
regimens which consist °J the admxnxatrat xon of^^ ^ ^ _ _ 
progestxn (5 -75 en mu t g 0 GTD.^IW ^ ^ fche fchree 

day interval may be P™££> 6 °*£ ^ ^ a third 6-8 day phase, 
with it betJg preferred that the three contraceptive steroid 



chases be 7 days each. Bennick discloses that the first 
co captive :r f d phase consists of ^.Hstro e„%f .'Lily 

,„d the third contraceptive steroid phase cons^ts of a 
^?fofe„\f a^fii 'd^^fe^iSenf t=° 2 0 5 iu°,- EE . 9 Place b o is 
ministered to days following the 21-day contraceptive 
sXroio PeSoo Bennick discloses that the progestin may be 3-KDSG, 



DSG, 



Serine SOT^ ~ ^ steroid ---"ions are 
taken for 4-7 days dorm, the £ rst phas « ^ f y._b. ^ P ^.^ th 
tnLd'pnaseT^Vays ■ being ' prS till" . Following the administration of 

P " £ertedl ;u £ r E E"is SSnSSSd'Sr ^Udays in the third phase. 
S Placebo is Ministered for 1 days following the 21-day 

contraceptive steroid regimen. E i 

.^i* W^tS^-i - o ! Vthe firs 
-pSr^tt^sIS o^of pro^sS'ln'the^con/phase, and. . 

snm ' . preferred that each of the three phases is 1 days. Placebo is 

SU ' , " -\ a ^r- fi-ft Havs followinq administration of the 

conSic^^reroL^SLafion . A^pecif ic regimen discloses 

C °f ftrJfphase of 7 days of 0.5 ^.^^^^r^e^f low" dose 



therapy rlimacteric women. Climacteric women are 

derinr^trarp^-^n^pausal women around 40 years of age whose 



Sartore^to'iciinica e Terapeutica 3: 399 (1974)) discloses a monophase 
contraceptive regimen consisting of the administration of a 
cSJnffion 100 .mu.g LNg and 20 .mu.g EE for 21 days. 
coitiDinauon * 4,921,843) discloses combination 

• mU ; g ° f 'are administered for 10-12 days in the second phase. Placebo 
administered for 5-7 days following the administration of the 
contraceptive steroid regimen combination contraceptive . 

«~ HS/K S^L" l^f^l^^^ for 3-, 
davs of a composition containing at least one. . . 



SUMM 
SUMM 



SUMM 
is 



SUMM 



total 



the 



DETD ^pSS^ ^ "S^r^'.^" 

contraception which comprises adm ^ering to a at _ _ . 



DETD 



DETD 



contraceptxve be adminis ^ ere ° ^ the entire daily dosage. It is. . . 
or pill, with each unit P r ° vld £^ is well known to one 

SScESSiS S24SSrLS.fT«d color-"". For example, the 

DETD 2il^ t ^SSrK^ a SSSS?.3-» »" its 

each containing fixed dosage of a combination. . . 

combination of a progestxn. . . ? wherein the 



phase 



phase . 



IT 



50-28-2, 17. beta. -Estradiol, biological studies 



51-98-9, 



N ° reth aceta?r 53-16-7, Estrone, biological studies 57-63-6, Ethinyl 
acetate x , ti biological studies 68-22-4, 

estradiol 57-83 0, ^ogestin^ y 797 _ 63 -7, Levonorgestrel 

Norethindrone 72-33 3, Mestranoi. 54024-22-5, 
6533-00-2, "O'l;;;;!^.! 35 ^^^;?;:! 602 82 -87-3, Gestodene 
^SKSc —tin or progestin/estrogen female oral 
contraceptives) 



comprising administering an estrogen selected from 
2.0 to 6.0 mg of 17 . beta . -estradiol and 
0.015 to 0.020 mg of ethinylestradiol; 
and a gestagen selected from 
0.05 to 0.075 mg of gestodene, 

0.075 to 0.125 mg of levonorgestrel , 

0.06 to 0.15 mg of desogestrel, 

0.06 to 0.15 mg of 3-ketodesogestrel, 

0.1 to 0.3 mg of drospirenone, 

0.1 to 0.2 mg of cyproterone acetate, 

0.2 to 0.3 mg of norgestimate and 

>0 35 to 0.75 mg of norethisterone 

for a female of -productive a ge f o has ntV ^ P_ause, 

^^l^T^^i oM-freAr sugar pill days, 

dUrin<3 a total of 28 days in the administration cycle. 
AN 96:113924 USPATFULL 

Tl Composition for °^raceptxon y . Austria 

IN S^ri^rS^S^S-S-tr;... 27, D-12307 Berlin, Germany, 

rfdSe^frani? c/o Hopital Cantonal Oniversitaire, 32bis, Bid de la 

Cluse, CH-1211 Geneva 4, Switzerland 
dt n=; 5583129 19961210 

M US 1994-268996 19940630 (8) 
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CAS^NDEXING IS AVAILABLE FOR THIS PATENT . 

Tl Composition for contrace Pgg°i 210 <~ 

11 This^nvention relates to a method of inducing contraception 
comprising administering an estrogen selected from 
0.015 to 0.020 mg of ethinylestradiol; 



AB 

AB 
AB 
SUMM 



AB V ^nvlntTonieSes^r?"' common use of estrogens and gestagens for 
SUMM Se'proSion cognation preparation for oral 

con£racep£on and a corresponding pack containing this 

SUMM C^inftfon ^rations for -1 ^g-^-^^.^. 

known, for example, Femovan.RTM. p S z Jjb u placebos). The 



SUMM 



SUMM 



SUMM 
SUMM 



intake pause or during the intake of the placebos. In most. . . 

. Pasquale) or completely (Kuhl) bridged over by 
estrogen-containing dosage units. In this case, it is possible that the 
synthetic estrogen ethinylestradiol otherwise contained in 
oral contraceptives is replaced partially or completely by a 
conjugated estrogen, preferably estradiol. 
A combination preparation for substitution therapy and 
contraception for females before menopause (approximately 

starting from the 40th year of life) is known from EP-A-0 253 607. This 
combination. 

SUMM ethinylestradiol and ■ vu-^ 

SUMM . by the hormonal changeover of the female organism m this 

phase Such a composition simultaneously assures a premenopausal female 
the contraceptive protection still necessary at this age. 
The development of new oral contraceptives for females of 
reproductive age before premenopause was characterized during the last 
twenty years above all by the reduction of. . . 

the meantime confirm the desired trend toward better 
compatibility of lower-dosed preparations relative to cardiovascular 
complications [(1.) Thorogood, M., Oral Contraceptives and 
Cardiovascular Disease: An Epidemiologic Overview; Pharmacoepidemiology 
and Drug Safety, Vol. 2: 3-16 (1993); (2.) Gerstman, B. B. ; Piper, J. 
M • Tomita, D. K. ; Ferguson, W. J.; Stadel, B. V.; Lundin, F. E., Oral 
Contraceptive Estrogen Dose and the Risk of Deep Venous 

Thromboembolic Disease, Am. J. E . , Vol. 133, No. 1, 32-36 (1991), (3.) 
Lidegaard, O., Oral contraception and risk of a cerebral 
thromboembolic attack: results of a case-control study; BMJ Vol. 306, 
956-63 (1993); (4.) Vessey, M. ; Mant, D.; Smith, A.; Yeates, D.; Oral 
contraceptives and venous thromboembolism: findings in a large 

prospective study; BMJ, Vol. 292, (1986); (5.) Mishell, DR., Oral 
Contraception: Past, Present and Future Perspectives; Int. J. 
Fertil., 36 Suppl., 7-18 (1991)]. 

above all between the level of the estrogen dose and the 
incidence of cardiovascular diseases. But the maintenance of the 
contraceptive effectiveness stands in the way of an extreme ....... 

reduction of the daily estrogen dose. Although the ovulation-inhibiting 
effect of the low-dosed oral contraceptives is caused mainly 
by the gestagenic component, the estrogenic component also makes a 
significant contribution to the central inhibition action. . . 
SUMM The lowest estrogen dose contained in an oral contraceptive on 
the market at this time is 20 .mu.g of ethinylestradiol, 
combined with 150 .mu.g of desogestrel (Mercilon) . Although the cycle 
control of this preparation is, as expected, somewhat poorer in. . . 
But the observation, made identically in several studies, of a lesser 
ovarial suppression of the preparation containing 20 .mu.g of 
ethinylestradiol represents a clinically important problem. 

Obviously with this very low estrogen dose, in the case of many 

females, , ^ , , , . r , c 

the maturation. . . studies or hormonal studies, results [(6. 



SUMM 



) 



SUMM 



tile md i_uj. a <-j.<-"i • • • — — , . , , ■ 4.u ^ 

Lunell, N. 0.; Carlstr om, K. ; Zador, G.; Ovulation inhibition with a 
combined oral contraceptive containing 20 .mu.g of 
ethinylestradiol and 250 .mu.g of levonorgestrel; Acta. Obstet . 
Gynecol. Scand. Suppl. 88: 17-21 (1979); (7.) Mall-Haef eli, M ; 
Werner-Zodrow, I.; Huber, P. . and Gynecology] 51, 35-38, Georg 

Thieme Verlag, Stuttgart-New York (1991); (8.) Strobel, E., Behandlung 
mit oralen Kontrazeptiva [Treatment with Oral Contraceptives]; 
Fortschr. Med. Vol. 110, No. 20 (1992); (9.) Letter to Editor, 
Contraception 45: 519-521 (1992); (10.) Teichmann, A. T.; Brill, 
K ; Can Dose Reduction of Ethinylestradiol in OCs Jeopardize 
Ovarian Suppression and Cycle Control? Abstract Book, VHIth World 
Congress on Human Reproduction, Bali, Indonesia (1993)]. 

The requirements for an ovulation would thus be present. It l 
estimated that approximately one third of females take oral 
contraceptives irregularly within one year of use (Gynpress, 

Volume 1, No. 3, 1990) . The risk of a pregnancy is therefore high 
especially in the case of intake errors with the 20 .mu.g 



ethinylestradiol preparations. 
DETD 0.015 to 0.020 mg of ethinylestradiol; 

DETD 0.1 to 0.3 mg of drospirenone, . 

nPTn for the production of a form of dosage for contraception for a 

° female o? reproductive age, who has not yet reached premenopause, by 

administration of the form of dosage for. . . 
DETD 0.020 mg of ethinylestradiol; 
nFTD 0 25 to 0.30 mg of drospirenone, 

ESS for til production of a form of dosage for contraception as 

DETD xfaddSon^his invention relates to a cognation product for oral 

contraception, which comprises 
DETD 0.020 mg of ethinylestradiol; 

nFTD 0 25 to 0.30 mg of drospirenone, e 
llll An especially preferred combination preparation according to this 
° ETD Xven?Ion comprises 23 dosage units, each containing 20 mu g of 
ethinylestradiol and 75 .mu.g of gestodene and 5 sugar pills or 
other indications to show that no dosage unit or a . • 
nFTD The clinical study briefly described below was performed with 
^SLSlSSiol asestrogen and gestodene as representative of 
tne substance class of the gestagens possible according to the 
invention. All possible combinations of ethinylestradiol or 
estradiol according to the invention in the indicated dosages with one 
of the selected gestagens in the indicated dosages. . . 
DETD The 23-day administration of 20 .mu.g of ethinylestradiol in 

combination with 75 .mu.g of gestodene results, in comparison to the 
21-dav administration, in a stronger ovarian suppression. In. . . 
_ ETD 21 day according to the invention thus achieves the effectiveness 
° previously known for preparations with a daily content of 30 .mu.g of 

ethinylestradiol, although the daily ethinylestradiol 

dose is 33% lower and also the total dose per cycle is 27% lower. 
DETD The advantages of a combination preparation for oral 

contraception to be administered over 23 days relative to the 

usual 21-day preparations with less than 30 .mu.g of 
othinvlestradiol can be characterized as follows: 

Y the 23-day preparation relative to a maximum of 40% among 

th ° Se who received the 21-day preparation). This means a greater 

contraceptive reliability of the 23-day preparation, especially 

IT th? else of previous intake errors. The danger of "breakthrough 

DETD Tnl^Try, an inSeT " extended by two (or three, days of preparations 
containing 20 .mu.g of ethinylestradiol in each daily dosage 
Zll can Produce the above-mentioned advantages, without the daily dose 
havLg to P be raLed to the previously largely used level of 30 .mu.g of 
ethinylestradiol. comb . nation preparation according to the invention takes 

place completely analogously as it is already known for usual oral 
contraceptives with 21-day intake period of the active 

ingredients, such as, for example, Femovan.RTM. ( 
ethinylestradiol/gestodene) or Microgynon.RTM. ( 

•^^»£^^£S& preparation according to the invention 

is also designed analogously to packs for already known oral 
contraceptives on the market with the variation that instead of 

the usual 21 dosage units containing the active components, now 23. . 

the statements made in EP-A 0 253 607, especially also to the 
statements there for determination of equivalent amounts of 
ethinylestradiol and 17 .beta . -estradiol, on the one hand, and 
various gestagens, such as levonorgestrel, desogestrel, 
3-ketodesogestrel and gestodene, on the other hand. 

Agent Research) 27, 2a, 296-318 (1977), as well as to 

" AktUel Entwicklungen in der hormonalen Kontrazeption" [Current Developments in 
Hormonal Contraception]; H. Kuhl in Gyn akologe" 



DETD 



DETD 



DETD 



DETD 



DETD 



[Gynecologist] 25: 231-240 (1992). > f(amalM 

DETD FIG . 1: Area with the 17 . beta . -estradiol level m groups of 30 females, 

who are treated with an oral contraceptive (75 .mu.g of 

gestodene +20 .mu.g of ethinylestradiol ) in 21- or 23-day 

administration interval over three cycles. 
DETD . . . Number of females in %, who showed follicular developments 

<>13 mm diameter) with 21- or 23-day treatment with an oral 

contraceptive (75 .mu.g of gestodene +20 .mu.g of 

ethinylestradiol) . 
CLM What is claimed is: 

1 A method of inducing contraception in a female of 

reproductive age who has not yet reached premenopause, comprising 

administering to said female a composition comprising an estrogen 

selected from 2.0 to 6.0 mg of 17 . beta . -estradiol and 0.015 to 0.020 mg 

of ethinylestradiol; and a gestagen selected from 0.05 to 

0.075 mg of gestodene, 0.075 to 0.125 mg of levonorgestrel, 0.06 to 

0 ' 15 mg of desogestrel, 0.06 to 0.15 mg of 3-ketodesogestrel, 0.1 to 0.3 mg 
of drospirenone, 0.1 to 0.2 mg of cyproterone acetate, 0.2 to 
0.3 mg of norgestimate and >0.35 to 0.75 mg of norethisterone; . . . 
2. A method according to claim 1, whereby the estrogen is 
ethinylestradiol . 

6. A method according to claim 1, whereby the gestagen is cyproterone 
acetate or drospirenone. 

7. A method according to claim 1, whereby the composition comprises an 
estrogen selected from >2 . 0 to 6.0 mg of 17 . beta . -estradiol and 0.020 

^ of ethinylestradiol; and a gestagen selected from >0.06 to 

0 075 mg of gestodene, >0.100 to 0.125 mg of levonorgestrel, >0.10 to 
0.15 mg of desogestrel, >0.10 to 0.15 mg of 3-ketodesogestrel, 0.25 to 
0 30 mg of drospirenone, 0.1 to 0.2 mg of cyproterone acetate, 
0.2 to 0.3 mg of norgestimate and 0.50 to 0.75 mg of norethisterone. 

8. A method according to claim 1, whereby the estrogen is present in a 
dose of 20 .mu.g of ethinylestradiol or an equivalent dose of 

17. beta. -estradiol and the gestagen is present in a dose of 75 .mu.g of 
gestodene or an equivalent dose of levonorgestrel, cyproterone acetate 
or drospirenone. 

IT 50-28-2, Estradiol, biological studies 57-63-6, 

Ethynylestradiol 68-22-4, Norethisterone 427-51-0, Cyproterone 
acetate 797-63-7, Levonorgestrel 35189-28-7, Norgestimate 
54024-22-5, Desogestrel 54048-10-1, 3-Ketodesogestrel 60282-87-3, 
Gestodene 67392-87-4, Drospirenone 

(low-dose contraceptive compn. contg. estrogen and gestagen) 

L9 ANSWER 23 OF 23 US PAT FULL 

AB Dihydrospirorenone, ##STR1## preferably together with an estrogen, can 

be used for the production of a pharmaceutical agent suitable for 
treatment of hormonal irregularities during premenopause (menstruation 
stabilization), for hormonal substitution therapy during menopause, for 
treatment of androgen-induced disorders and/or for contraception 



AN 96:99204 USPATFULL 

TI Dihydrospirorenone as an antiandrogen 

Beier, Sybille, Berlin, Germany, Federal Republic of 
Elger, Walter, Berlin, Germany, Federal Republic of 
Nishino, Yukishige, Berlin, Germany, Federal Republic of 
Wiechert, Rudolf, Berlin, Germany, Federal Republic of 
Schering Aktiengesellschaf t , Berlin, Germany, Federal Republic of 
(non-U . S . corporation) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

PI US 5569652 19961029 < 

AB of hormonal irregularities during premenopause (menstruation 

stabilization), for hormonal substitution therapy during menopause, for 
treatment of androgen-induced disorders and/or for contraception 

SUMM ' appears, also exhibits a marked gestagen effect. Therefore, 

compound I can be used alone or in combination with estrogens m 
contraceptive preparations. 
SUMM According to DE-A 30 22 337, these preparations are to be used for 

who desire contraception and suffer from high blood pressure 

or in whom blood pressure rises when they take oral 
contraceptives. Thus, also for women predisposed to increased 

blood pressure, hormonal contraception is possible. 
SUMM A combined preparation for substitution therapy and 

contraception for women before menopause (starting at about age 

40) is known from EP-A 0253 607. This combined preparation contains an. 

the discomfort caused by the hormonal change of the female 
organism during this phase. Simultaneously, such a composition 
guarantees the contraceptive protection still necessary at 

this age ' reasons and because of the increase in the incidence of 
contraindications with increasing age, the taking of the usual hormonal 
contraceptives is recommended for women only until about age 3b, 

so that a hormonal treatment during premenopause and a substitution 
therapy during menopause using doses that simultaneously have a 
contraceptive effect can be considered problematic. 

strong antiandrogenic activity component, and specifically at 
doses that also make possible the formulation of this compound as an 
oral contraceptive. Dihydrospirorenone acts as an antiandrogen 
about as strongly as cyproterone acetate, considered the standard 
compound (same maximum effect). (Animal model:. . . 

during premenopause (e.g., menstruation stabilization) and/or 
for hormonal substitution therapy during menopause and/or for treatment 
of androgen-induced disorders and/or for contraception. 
Conventional protocols can be used to determine antiandrogenic 

activity, ^ disclosed in Methods in Hormone Research, Editor: R. 

.a method of treating an androgen induced disorder m 
comprising administering I; to a method of achieving a 
contraceptive effect in a female during premenopause or 

menopause (both terms having their conventional meaning, e.g., 
in "The Controversial. . ^ . 

with the compound of formula I. Whether a synthetic or a 
natural estrogen is preferably used depends on whether the 
contraceptive effect or the substitutive effect is emphasized: 

in the first case, ethynylestradiol or another synthetic estrogen 

preferred, in the. . . 

a pharmaceutical agent guarantees a woman of middle age (about 
age' 35-55) a stabilization of her menstruation cycle and the 
contraception still indispensable at this age, with 

simultaneous, favorable influence on androgen-induced disorders. Of 



SUMM 



SUMM 



SUMM 



SUMM 



SUMM 



SUMM 



SUMM 



I. . . 

a female 



as shown 



is 



course, this pharmaceutical agent is also suited. . 

CLM What is claimed is: 

11 A method of simultaneously achieving, during premenopause 
menopause, a contraceptive effect, an anti-androgenic effect, 
and an anti-aldosterone effect in a female patient in need th 
comprising administering an effective amount. 

IT 67392-87-4, Dihydrospirorenone 

(antiandrogen, for treatment of hormonal disturbances) 

IT 57-63-6, 17 .alpha. -Ethinylestradiol 

(hormonal disturbances treatment by dihydrospirorenone and) 



